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w n m 

[oooi] j&m tt'^fvy- j&mm&i&b&t* (ot, ppar^-ts) T*~*bm 

[0002] m^mnx^^^^y— j^m$.^^^^y— b§ 
x<>xmmitetv5>&ftg:&WPPARte. ft#m. Km, ^mmm^^mm^ 

bvxi&&gfttmftifint>tix\ ^ 0 

[0003] PPAR»«^r <D&tom&frbV7Mzfm.&¥&&to£tlX&*). 

fifeb-CV^o HtfUS^V^CtePPARa , PPAR 5 (PPAR 0 kmttlZ^thfoZ) 

idXTfppARy (D3m^y^y^M^tix^^ 0 

[0004] MBikmrntL-xm V ^frTV l«3:PPAR a ©fiH4^«r^bfcjfiL» 

[0005] >rv;*y ^m,^cWMx^^-ry]) it^y^^t&m-zppAR y mtf^vx 

mmft£ti>z>o -&tc. ppary T=?~xbtem&m0k. $km&k.M#k. &&#mik 
fus, m^mmm^xxf^m^(Dmmmtti:y)m>tvxmm^fix^ 

o 

[0006] PPAR 6 ^m^^M^Mmm^^t^>^zcL^y^^^±V)K<^ * 
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ztm&m&ztix&v* ppar 8 Tdr^hnmnmm. mmmm\z.mm>t^ 

)o 

[0008] WWXW<l^XX^mffXm.2ia^PPART=i^^h^^^i-^m^ <Dfc&m& 

mm^&*ffi^mr>i\&m*umtsnx\^£\\ tshK. mifrJMz^y^y 

M^^o ppar a *3it^ (*fc^> ppar y r^^brnm^mm^nx^ ^z>& 
ppar s T^-^MSt^ovvrii-x— ^^ia^ttxv^v\ -fy^if-y— 

[0009] wffxm.3\a-t^y^y— Mt^-m^mm^x^^^, &mwfc&votit®t 

•r&b. 4y*^y—^±(Dm&:M<D{lLmM&&M%:Z> 0 FXR NR1H4^ 
PPART^^h^ttfcloV ^-C{*|B^^tl,TV VjiV \ 

[ooio] %TWXffi4ia^y*vy—Mk&mmm&tix\s^i)K ^mmit^wtit®. 

o 

[ooi i] m&ims&xxfGtc^ ^ry-Mk&w, t^t^Hk^^w^/ 

— /Wb^^PPAR 5 T=^^^^^tt^^■i-Sri:^|B^$tvTV^?)^ N xfy^-y-y 
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[0012] #fF^cm7^«, ^mm&mmx»h&4y*^-Mk&mmM£tix\ ^ 0 
[0013] #^jti8iai, -ry^ri^y-/Hb^^lB«$tt-cv ^« ttmtt&ttobWsv 

o PPARa *5iTJ? S T^^h^ttco-x— *#W^&|VCV^. 
[0014] 4#flFi:ilftl:S§Sl^0B^WO99/11255#/^7Wb 
#fF^cm2 : H^F?imWO99/58510^-?^lx5/b 
#fFAilft3:a^||^WO03/l5771#/^7Wyb 
#fF^m4:g):#|#f ! FmS^§fi^0558062^-B^^l# 
#fF^Cm5 : S^^^WOOl/OOeOS-^/^^W^h 
#fP^Cm6: H^iamwO02/14291^^y^b 

4#rp:£ifc7 : ffl^^^wooi/seses^/^^i^^h 

#fF^8:B^^^WO03/084916^^V5/|> 

^^ffFZfcSfcl^V^r- yr^fWvV -Jr^Xr-IJ— (Current Medicinal Chemistry), 20 
03^, ^10#. Sg267-280H 

[0015] j&m<r> g Wtt, ^fcPPART^^h^^rrS^-feSo 

[0016] #3B93#<btt, gfcgffiF3B0>JI&£. ^TO«^7tPPART^^h<D^(^5(jU 

&miz.m&uzit&mK m&iftwt&wkitmsc^ ppAR&9*g&.&jz%<& 
mut„ 
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[0017] *%>Wte^ 



(1)5$; (I): 




r 2 «7K*> ^o^y, tKn^riy, m&m&^x^x-b^^mT/^^ m&&& 



WO 2005/054213 



5 



PCT/JP2004/017706 



=¥~/K g^^urv ^ £v ^ry — /i^fcteg&^WL-tv ^-ob £v 

UTi^Tt>£vMK^T/i^/v^\ g&S£^L-CVN-oi><}^Tv7K ttS?rtt 
-a^-ob£v>T5A g&K£r*U-Cv>-obJ:v>Ty~-/K I^S^tLtv^iVT 
y — ivic^y, g&X^u-cv ^-tt «tv ^ry — }*g^^#bTv ^xh J: 

R 9 *DiU?R 10 ^#^^57:bT7K^, ad^, v-TA g&a£r^rL-a^-Ob<};vHg;M 

/ ^fcteg^^u-ti vrt> £v ^ry — /v-efe«9 , 

x'te-o-, -s- -NR'-Crr-CR 11 ^^, gmS£WLTV^£vvi£^T/i^ 
^^/v^fcftg^s^^urv vob£i ^ry— /^;vvziwv-efc5) , -cr 12 r 13 co- 

, -(CR 12 R 13 )mO-. -(CR 12 R 13 )mS-^c«-0(CR 12 R 13 )m-(^^R 12 *5J;TJ?R 
X 2 tt^$rg\ -O- -S- -SO-, -SO -CR 26 =CR 27 -(^-CR 26 ^J;U ? R 27 

2 

fe&*tk&VX7km^tcte1&mT/l'*/l>'XhZ>) , -NR 14 -(^-eR 14 te*§^ g& 

LTV v-Obiv ^^T/i^/K*/w*~/v£fcteg^S£#U-Ci >Tk £v — 
/waJwi'-efcS) , -CR 1 ^ 16 -(^iTR 15 *5j:-a ? R 16 ^#>5r^37:b-C7K^*fc^ig;m 
r/^/v-efcS) ^fc^-cocR 24 R 25 -(^^-eR 24 *5<tmi 25 «#>5r M^UTtK^* 
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X 3 i4COOR 17 , C(=NR 17 )NR 18 OR 19 . 




<&U R 6 f*R 14 ^*f-P^-f-?>®^^-^l-^o-C^^^,LT^J;<. R 6 «R 9 *5J: 

zmmm*t-mteti:<>xm&j&j8.L,xi>£<. r 6 & R^^i^i-s^jjii^ 
~m^^xm^mm^x-bx<, R 9 \tR 16 t—mK^xm^Mm^xhx<. r 9 

£C R 9 :fc£tm l0 ^ l5 £*«^1-S^ 

. R 10 \-iR 15 t~m^j:ox^^m^xhx<, R w itR 15 tmmmir^mm^ 
b—mcte<>xm&i&f&vxi>£\ ^) 

(3)R 2 ^ /N P yy, eife£&*UTV^Tt>«fcv>i^T/i^/K fitfeSSr^bTV >X 
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£v >#/w^w7k g^s^L-cv n-c^ ^y-^fctegms^wu-cv ^-ob£ 

(6)R 5 , R\ R ? *5J:tI?R 8 ^#>!rt!637:LT^K^, ^n^V, fiifegSr^LTV ^T|>«tV ^ 
(&U R 6 «R 14 ^*^^-r5^T-^-^{-^oTm^^UTtJ:<. R 6 teR 9 *5£ 
^«^^MT-^-^^^oT^^7#^UT^<t<,R^*R 1 ^J;tJ ? R 16 i:*i-gl^-r 

R 9 te R 6 ^*tCg|g§i-5^^^^-^^^oT^^^b-Ob<t<, R 9 teR 16 £-$f 
K&oT^&^&UTWC R 9 «R 10 ^-^^^oT^?r^^bTt ) j;<, R 9 f±R 25 
i-^(C^oT^^^bTti<.R 9 ^itm 10 ^R 15 ^*^^i-§^^^^ 
-^&oT^&^LTt>J;<, R 10 «R 15 i!-^^^o-C^^^bT^J;<. R 1 
°«R 15 ^*{3i^-r§^mM^i:-^{^o-r#^^U-Ct> < i:v>, (DffiiKo^ 
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2 

(9) X 3 ^COOR 17 (^^R 17 fe7kmittcte&mT;l'3c/\'X~frZ>) "C*>5, (1) fE^O 

i/rt±, ry— /w), g^fe^#L-cv^•rtJ:v^MT/^=Idriy(sm^UTf*, ap 
ry— /^m^&tvxit, /M3^»-efc^ 

2 

X 3 «COOR 17 , C(=NR 17 )NR 18 OR 19 , 




.o 
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cl^-cr^-r 19 ^* m^x7kmiztcfeQm.T/is*/v-?$bz>) x&z. 
xm 10 tmmm^%i%mm*t-mzt3:^xmz]&!&vxh£<. r 6 ^ R 9 tmm 

m^^mm^t~m^^xm^m^XhX<,R 6 it.R 15 ^Xxm 16 tmmm-r 

%fcmmi-t-mzt£^xm*xmvxh£<, r 6 k R^tmrnm-r^mmw^t 

-mKtf:oXm%]&J&L>Xh£<. R 9 lZR 16 t—mz.te<>xm&&l&1$.VXh£<, r 9 
«R 10 ^-^^oT^^7T^LTt>ct<.R 9 ra 25 ^-^^oT^#^^bT^ 

^R 9 ^xxm 10 ^R 15 tmm^ir^mm^t-m^<>xm^m^x^x< 
, R 10 ^R 15 t-m^^x^^m^x-bx<, R 10 itR 15 tmmmir^mm^ 

(11) X 2 ^f^ -O-, -SO-, -S0 2 -*fc{^-CR 26 =CR 27 -(^T'R 26 *3it^R 

(12) X 2 ^-CR 1 V 6 -(^^R 15 «7K**7i«{£^T/V=ar/V--efc«9.R 16 ^R 9 ^-^ 
^oT^^J&LTV ^fc^R^^R^itJ^R 15 ^ 10 ^^^ -^(^j:ot^ 

(13) X 2 ^-NR 14 -(^-CR 14 «*^. ^T/V3VK Tv-/K IMT/^/K*/!'* 

^7^*fc«R 14 ^*R 6 ^*^P^i-^^•^-^^-^o-c^^^L-cv^^) % -cr 15 r 

, *^{*. R ia ^R 10 tmmmir^mm^t-m^^x^^m^R 16 nR 9 ^ 

-m\z.t£^xm&*Mm^x\< >5) ^cte-cocR^M^T-R 24 ^ 6 ^*^^ 

f5^iI^i-^l^ioti«^oR 25 }4R 9 i:-^ic^oT^MLt 
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Tivrfcivvrs'/K g&S£*L-cvv-ot><fcvvr5>\ g&g£r^bTvv-ofc<fcv>;& 
/w*^vf/K gmX£^LTV^Tt±v^:^#/w^-(7K g&SSr^L-O^-obJ; 

L-TV^^V^y— /K g&^^LTVv-ObiVNTy— g&SSr^UT 
V ^Tt> £V ^y— /i^-^-*feW:gifeSSr*bTV vTt>«fcV vsfnSSS-efcU, 
R 9 *5 £U?R 10 /^* 14Lt*itfc9, 

X^-O-, -S- -(CR 1 V 3 )mO-*fc«-(CR 12 R 13 )mS-(r^R 12 *3J;tm 13 

X 3 ^cOOR 17 (i^T'R 17 f*7Km^cf*«T^/VT^S) TSfeS, (1) fB*ttfMb£- 

(15) R 9 fiR 16 ^-^t^oT^^?F^UT*5«9, 

x^-o- -s- -(CR 1 V 3 )mO-*fc}*-(CR 1 V 3 )mS-(r^-eR 12 *5J:tm 13 
X 2 {*-CR 15 R 16 - (^r-eR 15 {i7K^*rcfiiS^T/^/VT^«? . R 16 «R 9 ^-^^^o 
X 3 ^COOR 17 (^X*R 17 te*mtitcfei&mTsl'*^X'&Z>) XtbZ>, (D iBHWb^ 

(16) r 1 ^n C i^v > g^^wu-cv^^r/v^, gifegsr^ru-cvv-efeivvr 

X^-O-. -S- -(CR 12 R 13 )mO-*^f*-(CR 12 R 13 )mS-(r^-CR 12 ^J:tm 13 
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m^xTkm^tcYH&mr^/vx^y). min—3<D$mx3bz>) xm, 

T^^XhZ)) XfrV , 

X 3 tfSC00R 17 (^XR l7 fe*mtifz.te&mT;^^X&Z>) XfoZ, ( l) mm<D4t& 

(17) r 9 £> £t/r 10 ^# * ^z&b-OR^-efc?) , 
x'te-o-, -s--efe«9, 

x 2 ^-nr 14 - {^xYC A \±K & tmmm^u^t-m\z.t^xn^m^x\ ^) 

^^^'-(^^^R'^iu^R^^R^^^^i-^^^J^^-^-^^^or^^ 
^UTv>^).^fc«^ocR 2 V 5 -(ci^-eR 24 ^R 6 i:#^^i-§^^^-^- 

x 3 }*coor 17 (rr-eR 17 ^7k^*fc«{g;mT/^/v-efcs) -c&s. (D mm<Di\z& 

(18) R 9 «R 16 i:-^i^o-C^^^b-C*5«9 > 
X 1 f*-0-,-S--Cfc«9, 

X 2 ^^R 1 ^ 16 -(rrT*R 15 «R 10 ^*tC^i-5j^^m^^-^(-^oTm^?#^ 

m-r^mmj-t-m^^xn^^x^ >$> -e&^ 

x 3 «coor 17 (m?R 17 f*7k^*fc« WT^/v-efe§) -e&5, (D iB*c<£Kbi^ 

(19) R 9 fiR 10 ^-^^^oT^^?fMbT^«9, 
X^i-O-.-S-T'fe^. 
X^^I^^-CR 1 ^^^ 

x 3 ascooR 17 (---eR 17 tt7K^*fc«{£0T/^/v-efc§) -efcs, (D lEit^frg- 

(20) 5$: 
Wk86] 
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/v. g^S£#LTV^£v^;*-#/w^-i7K g&g«r^L-cv^Tt>«fcv^/w* 

R 2 te*9^ ^n-^V, fcKn^>, gmS^UTVN-rt)«tV^^T/^/v, g&S£ 

-CVv-CfcJ^Tv7K g&S&^L'Ovrfc.J^TSA g*fe&«r*LTV <^Tt><£V ^ 
/w^-f/K gmS&WUTl^Tt^v^^/w^-iVK g*fe£«r#L-CWOf>«fc 
vv&yw^^/i/tf-^, g^S£^UTVNTt>£v^^#/w^^v;^v\ g&^ 

/vzjwv^iA gtfeS^WbTV^Tfc.tv^y— g&*£# 
UTV^Tt>J;V^Ty— /K g&S£#LTv^t>£i^Ty— /i^rv\ g&^SrWb-c 
v ^xh £v ^y — ^a-^fcrigSUESr^vrv vot> <tv w^ngR^"?*?*) . 
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* =/k g&^Sr^rbrv vcfc £v ^ry — /i^fc jsg^fiSr^b-c v vtt> j: v 

R 5 . R 7 *3j;rm 8 «:#*3!ftS:L-C7K*. ^d^, fcKo*^ giMSr^TbTV ^Ob J: 
vMSiftX/i^K gmS£*bTV^£v n-MT/Ht-zk gg^Sr^rbTW-ob 
iiMB^T/v^wK fi&S&^bTv^.fcvM&ftT/i'^^ gftSSr^TbTV^ 
ttiv^iT^w*, g&sSrWbWTfcJ^r^/K Wte&&^x^x 

R 9 *5j;tm 10 «#^M37:L-C^Km^ 'M*?V, $/TA gmSSr^bTV^JxvMM 
T/V^/K m&&&^L>X^Xh£^l&®iT/V=i*ci/^ m»&&mvx^xi>&^T$ 
y *fc ttSlfeSSr^UTV vOi> «tv ^ry — /w-e*>*> , 

R 20 *5<trj?R 21 ^#^^37:b-C7K^. fcKn^V, vta g£&^£r*rb-cv> 

V^TfciwBSRT/i^F-^/K giftg^bTV^J^^T/i^df^ g&S2:W 
LTV^TtiV^^T/^A^^ g^^Wb-Clv-ObiV^TvvK g&SSr^b 

-cvvobJ^r^A g&s&Wb"T^Tfcj;W5A gifeS&mycvvrfc.fcvvry 
— /K g&S£*bTV>-ct>J;v>Ty— /vtf-*^ g&SSr^b-CVvobJiv^Ty— A- 

X'tt-O-, -s- hnr'M-^R 11 ***^ «&S£#bTV^«fcV>i£^T/l^ 
/K gJfe£&WbTVvrfc«fcvvr^/K g&S£#bTV^J^{»T/i^/i';vi<' 
^^/^fclig^SSr^rbTV vCt>J:V vry— ;VWfc~;]sX&Z>) , -cr 12 r 13 co- 
, -(CR 12 R 13 )mO-, -(CR 12 R 18 )mS-*fett-0(CR 12 R 13 )m-(^-eR 12 *3J:tm 

R 17 fe7km-£tctei&mT/is*/i'Xfoz>) xmztizfc&w. *:<Dgm±ff&£tiz>i& 
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(2 1 ) R 1 flSgtfeS&WLT I *xi> «tv ^Ty — /w-e*>«9 . 

(22) 5£: 
Wb87] 
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#LTV>Tt>J^>|MT/HwK g&S£WLTV^J;VM&i®DVV3^K g& 

v^/w^-f/v^^ g^S^bTv^J;v^^/w<^/v^-=¥>', g&K 
A^wm^ g^^b-CV^-Cfo«tV^T!J— Asfr&s* g&^£^ 

UTvvcfe«fcvvry— g&S£^UTv^£i^Ty— /i^=¥v\ g&s^b-c 
v ^-ob «tv ^ry — /v^ifcfcteg&SSrWurv vobiv ^x^s^-efc^ , 

Tt>«tv><SJRT/^v. gmS£^bTV^t£v>{g;0T/Hr~/K g^^bT 
v»-ct>J;vHSjiRr/i^^ /K g*&S^bTv^Tt£v^^T/v=»=¥V, gi&SSr* 

R 23 te*^ gm^wuri^j^fMr^/K etfe^^rb-cv^-ctivMs 

v>-obJ;v>ry— g&S^b-cvv-ok^vvT^A g&SSr^uw 
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R 9 *5J:im 10 f*#^M3tb-C7K^. WA g&S£#U-tv>-Cfe£vM&i& 

x'te-o-. -s- -NR^-Crr-eR 11 }***, e&g£*TL-a^-ofeJ;i 

*=/v*fettg#|^^rbTV^«J:V^Ty— ;v?.;Vfr=-;v-e$>Z>) , -CR 12 R 13 CO- 
, -(CR 12 R 13 )mO-. -(CR 12 R 13 )mS-^C«-0(CR 12 R 13 )m-(Cl^R 12 *5<J:tm 

(23) R^aftajSr^rurv «tv ^ry — a--?*>9 . 

R 3 *5j;im 4 7K^T?fe«9, 

R 5 , R^itm 8 ****"?*^ 

X 1 tt-0-*fctt-S--e«>5. (22) lE*©^^. ^©SSilllifF^^tbS^fctt 

(24) 5£: 
Mfc88] 




(it*. 
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/v. gft££#lyr^Tfc<fcv^*;fr/w*^r/K g&g£r^b-CVN-OkJ;vv*/>aoK 

r 2 {*tK^. /Np^y^ tFn^A g&s^LTv^tiv^gD^r/K gm^ 
^rL-Cv^-c^J;v^>(g;i^T/^^=■/^, g&»^LTv^£v^mr/v^/K g& 

X/v^v^/v^-zK g^£WLTVNTt£v^i$T/v=¥/v-^!\ g#S?:*U 
Tv>Tt>J:v>Tv'/v, gmS£WU-^-ob^T5A W$kg&^x\^x\>&\^ 
A^^/K g&S£Wl-Ti^Tt>£i^:^#/w^^7K gmS£WL"Cv N-ObJ; 
vvtrA-^^Ac*-^^ gmS^U-CV^T 1 ^>J;v^^^/w^^7^^v' N g&S 

/Wwi^arv\ g^^WbTV^-Obiwry— /V^/^c=-/^=¥^, gi&SS:^ 
b-CVNTtiV^y— /K g|&^£WL-C^-ObJ:v>Ty— A^V. g&SSrWbT 

- /V N gmS^WUTV ^ £V vr y — /Hfcfctegt&^^LTV ^Xh X V 
R\ r\ R 7 *5j:U?R 8 {*#^a3tLT7k^, fcKn^v', g^fi^L/O^ 
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x'te-o-, -s-, -NR'-fc-eR 11 }*** . gm^£^UTv^t>J:v^j^T/i^ 

^^/V^fc\tm^^^X\^Xh^^T])— /V^;V*=L/VX-hZ>) s -CR 12 R 13 CO- 
N -(CR'V^mO-, -(CR 12 R 13 )mS-^rt^-0(CR 12 R 13 )m-(Cir-eR 12 ^J:tm 

R 15 ^i£^T/V=3r/V-Cfc«9 , 
R 16 ^7R3{f-efc<9. 

R 17 f*7K**fcf»^T/V=ar/V-efe5) T^tl^frg^ ^(Dl^-LfF^t^ik 

(25) R^gmSSrWUTV >-ob £v >ry -/v-c*fc<9 , 
R 2 fim&&&^X^Xh^^i&®.T/V*c/VX&>V. 

(26) fjf 5fc«(D - (25) <Z)V^^^-SE«0^^. -?:(D^_hfP^$tl^)^*/c 

(27) (l)-(25)cDV^^^-IBa^k^, -?r(D^_hfPW$^^fc{i^tt 
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(X1)^(I): 



MM 




R 3 R 10 



CO 



R 3 *5j;TJ?R 4 «#^M57:bT, 'M^V. g&^£WLTl>T^J:V^^TA'3f 

R 5 , R 6 % R 7 :j8j:tm^*#*&ftLT;fc3&* ^p^^, tKn*^ gifeSSr^VCV 
rtivW;^, g#l£&*LTV^J;i^iftT/i^~/K g^S^bT 
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X'tt-O-, -S- -NR 1 - ^IT'R 1 1 fcfcTk^ ®m»^#bTV>T^J;V>ig;^T/V=3r 

*-/V;i;7iteg^£*bTv^,£v^y— . -cr 12 r 13 co-, -(c 

R 12 R 13 ) raO-tfctt-O (CR 12 R 13 ) m-(^-eR 12 *5«tO?R 13 {*#^ aft&LTzKifcf: 

x 2 tti|M§£\ -o- -s- -NR 14 -(^i-CR 14 f*7km, «*SSr*bTV^«tvMS 

^/KVVJJwl^TUSg&Str^LTV vcfc J:V ^ry — /v;vV7jwV) i£7t«-CR 15 R 
16 - (^T»R 15 :fc,J;t£R 16 te£-^ M^b-CTK^^cfiig^T/^/v-e^.R 16 ^ 9 ^ 

X 3 {*COOR 17 , C(=NR 1? )NR 18 OR 19 . 

Mb5] 
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(x6)R 9 *5j;rm 10 ^^fc^^K*-efe^, (xDie^^c^, -^(d^uk^^, -tttfe 

(X7)X 1 ^ 0> S, NR^Cir-CR^^TKm^fc^e^S^U-CV^iV^^T/V 

2 

(X10) (XI) - (X9) <D\ ^n^\Z.WM.(Dit^m. ZKDZfnV^y?, Zfrh<D$m 
(XI 1) (XI) — (X9)OV>-r^ivl|E^<D^^I. *©^pK9^, Z:tlb<D$m 

(0£b<teJifla>fb^tf>5^ X 3 ^cOOR 17 -Cfei9. X 2 75S-CR 15 R 16 --efc«9, ^OR 

16 ^ 7 K^^c^^S^T/^^/w-efcS'^b'^^^^v^fc^^^T^^) 
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[0018] ^<Dmm±M^Mm^n.^h(Dmm^m^^^ 
z.t%i&mtirz>. ppAR^mt^m, mv<nmm^m. m&ffi. mm, mmmit 

[0019] BiJOSili:U-C, PPAR^mb<^fcfe<7)E^, PL<tejfiyg]fnj£, WEtiS. mM. 
[0020] ^^K^^^^0^bd^^^«9, ^ISW^-a^ttPPART^^hf^fflSr^b 

[0021] ^^♦•p^v^-c, iVMx^vjfcri, y^ $m&&x$at7m*&&1rz> 
[0022] r{g^T/v^j bte, fcmwa-io, 0£lXtei£mifci~6, £^#mxte^ 

tf/K -Yy^nlf /K n-^/K -<yy^K sec-y^/K tert-y ^VK n-^^ 

[0023] tmkTsVr~jv\b\t, ^#^ifi^iW±(D-M^^i-^^*#:2— io, 

:7V~/K -f#-J^=.;V^ ^V^rvK ^y^yy-^V^ ^/Wauz=.;V^ ^ 

^-fe^/K -fy^ffc^/K ^^^^/i^, ^y^/i^ ^-^^vk /^=./^x 
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[0024] rtir^^jtit m&m—io, m^<m%mm-6^ 

7"nt°r:;l/ % -O^^/K ^rv^/K ^^^rvK ^-^^/K y^^/V 

[0025] rgjfeg&^urv >-ct> <tv ^mr^A] , re&ssr^u-cv N-ob £v ^smta- 

Kn3r>\ g&S&WLTV^Tfc^V^i&T/l'^V, T5A {S^T/l^r/VT^A TU 
— /KT^A ^ufRTSA TV/KT^A WT^^^M^T^/, ^/V^7^ 
K <SJRT/W^/1^^-, TV/K TV/V^V. MUS&^VCV vOt> J:Vvf5A 
tf^V, ^7/^^^;^^, #/W^^7K {gi$fcT/V3VK£/W^^VK "f* 

g^s^Wu-rv>-cfe«tv>Ty— gife^Sr^rbTv^-cfeiv^Ty— 

S^#bTV >Tt> £V ^Ty — gm&SrWLTV >Tt «fcV ^Ty — /MffiRT/V-a^ 

v. e^?r^ruTv^-ct)j;v^Ty— /^/v*:^/^^v, gmssrwu-ti^-obj^ 

/V3r/K MYxi^y&TA^rA^ <EiRT*"$wK {S&T/V^V, TU— >M£&T 

*Evf>K C^TA^VjM^^e-Y/K Ty— /Kft/W^^f/K TV/l'T^A ^v-fr^Y 
, mBLTfl<*Af*, T5A {MT/V3VVT5A 7^, 7f^*^A VTA ~h 

[0026] re&S£WLTV vrt><fcv >4£«T,Mr/W , rg^Sr^LTV ^ «tv MS»T/w 

^j^bT0*b<f*^v*yA t°-<yvA t^7^y, ^y/K ^-/^fctetfy 
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[0027] w^vff;teMcrj>v*A'^ tKYv^feWCT/v^/vi , m^cr^^i . 

rv vot> «tv ^07^WM=/^^j 33 j^rg^tvcv v-ofeii m^/j o 
[0029] rr^/vj^(a)^ici-io, $b^*u<«^^i-6, *b$mxte^ 

(b)£&H8c4~9 x 0^U<}^m^4— 7©^oTM/^/^=/K (c)^^7 

[oo3o] rriz/wr?/ j as it* rrs^tf-^j ©r^/^su^WLhlE rr^/vj £ m$i-e&5„ 
[003 1] r fsifessrWUTv ^-ob «tv vr s^j tf>fiife£fcbTtt±iE rg&S£^b-cv >-ot> 

[0032] rfl|«U6S:^rbTV £v ^T5/j <z>fi*fe£i:L-cra:±fB rgife&Sr^L/ri vtt>«fc 
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[0033] rg^^bTv^T^v^/w^e^VH, rg&^sr^UTvvrfc.tvv^^/w^ 

[0034] r^^nT/^/Vj bit, ^3^3—8, »*b<J*5*7htt60#^r^^Sr^ 
-T?)o i/^a^atVK v^n^fVK v^n^v^/K v^n^v^K 

[0035] i"ry— a-j 7*=^ Ti/hv^te xxfy^-i-^hV/^^^^ir^o 

[0036] rg|jis**UTv ^xh £v ^ry— /vj (Di^itLtii, #»ciaft©*v _t 
ie rg&s^urv >rt <tv ^q&3fcr;v*/v\ <Dm&Mbm%i<o^<Dtfm-f btiZo £ 

[0037] rry— /v***/^ ^rv—^^ru try— a^smta^^u rry— /vt5:/j*5 

£Tj?rry— ^/mwi^-^j <dtv— /HfP^^-bierry— /ki tpifii-c*>5o 
[0038] rgifts^b'rv^-rfc.tv^y— n*r*r* 9 su rg&s&WL-a^-ofej^Ty— 

fE*c£>fcv ^PS«9, -bia rg&S£*bTV £v >ry— /ki <DW&Mb¥lffire&>Z>o 
[0039] r^ngta£&jfcW\ cx S^J:tm*»^«t!^«R*n5^oJlR-?-S«rtK:i« 

try^S*=:yK fy^s^/K tf?s*n/K bVTyy/v, bVTit—A'* t^v^K ^ 
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^-y-yy/K ^iJ-yy/K tWT/y^ ^y^ryy/K ^ryy/K j-t*jt 
yy/K ^y/v*5j:Tj?^^/^<D5— gm^^^^ti;— /vj^iVKy/K -fy-fVKy 
wv^yy^K >rvKy$*=vK 3ryy/K -Yy^yy/K y*^i*=vK 
a^yy^/K -j-^y^/K ^y^ify^/K yy-/K y^ys^/K 'O-ytr^- 
/v, -o-xv^yy/K ^^x^y^if-yy/K -'O-x^-y-yy/K ^ox^-y- 
s^ryy/K ^^y^y^ryy/K ^o-y^ryy/K ^^y^-r^ryy/K ^0^7 
y/K -Yy^^yyy/K -^y^~/K ^^yhyryy/K -r^y^y^/K hyry 
ot°y >vk -Y^y^ryy/K t^-yy^y^^/v, ^yy=/v, xl-ytK^yy 
/k ^h7tK^^<^y^^/i^<D2^<7>iji^-rci^^;^/w^yy7v % r^y^ 

^yyy/v#<^3^<DJii^^ci^^;>r^Ky^/K wt^, ^t?=/k 
xf^yy^/K -Y^yy-/K t^yy^/K fyvy^/K t°-<y^/v. ^yv?y 

[0040] R^tm^iyt© r^oaisaEj o$f*bv ^tttry s?/k ^e/i^y y , tr^s? 

[0041] rg^^b-CV >-Cl> «tv ^^n«5£gj <7)Mm^f*-blE rBiJU&Sr^LTV vOfe 

[0042] r^-rn^r^yj cD^n^ias^^-bfs r—^n^xtSj £l^$re£>5 0 

[0043] rR 6 ^R 14 ^*^^^M^t-^^^orm^?#^Ji-^.^c^rR 14 }*R 6 i:# 

, 1,2,3,4-^^fcKndryyy. 2,3-^tKn-l,4-^>-y^if> ? V > 2,3-vWn-^ 

Xfjy-^, 2,3-^fcKa-o-x^^y— /v, 1,2-^tK^^yyy, m-^kp* 
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Mx.t£, /nci^V, tKndri/, g^£^UTV^Tt>J:V>>(£^T^3vK gt&SSr^ 

Mb6] 
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lis^ui/ n_ c^j<£v ^y— /i^^sa g#iS£#L-cv £v ^ry — /v^-* 

X'^-O-, -S- -NR'-^-eR 11 ^:*^ g&S£*UTV^J;V>>(g;^T/V=*- 

*^/v£fctemt&^£#UTV^^Ty— ;i<wfc~;v) , -CR 12 R 13 CO-, -(c 
R 12 R 13 ) mO- - (CR 12 R 13 ) mS-^fcfi-O (CR 12 R 13 ) m- (r £ r-R 12 *5 ^T/R 13 ** 

[0044] r R 6 ^R 9 ^ xxm 10 nm^-r^m^t-m^^xm^mi -rz>. ^.ta-i rR 9 
*5 xxM. 10 tR e itmmir^mmm^t-micfj:oxm^m j -rsa*. r 6 £r 9 *5J: 
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o g*fc£fclyC«u M%.\*. tKndrV. gmS^UTVN"C^J:V>|£mT/V 

Mb7] 
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R\ R\ R 8 &£TfR 20 -R 22 te&*m&\.X7km. ^o^, tKn^, tt#U££r^r 

x^-o- -S- -NR'-t^R^ttTKjtl, «*apSr#b-CV^J:vMSiRr/i^f- 
7fr^/i^/cteg^S£*b-Cv^£vvry— /K^i^wv-K -cr 12 r 13 co-, -(C 

R 12 R 13 ) mO- - (CR 12 R 13 ) mS-*fcli-0 (CR 12 R 13 ) m- (^"CR 12 ^ £tm 13 te 

r±, -o- -s- $H£-s--c&5) , 

t> «tV ^TV — ;V?,;V*fc^ ;VX^0 , 

r}\ r 16 , R 26 ^itm 27 {*^^^37:L.T^K^^c^^T/^/v-efc«9. 
x 3 f*cooR 17 (^xR 17 n^m^.tciti&m.T^/i-) x$>z>) x&z> 0 
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[0045] ^R 6 \t.R 9 tmmmir^mm^t-mi^<>xm^nmiir^^t^K 9 ^R 6 t 

^2^(D^cI^-c^o r«^«b-cv ^xh j;v ^its^ 1 loMif ( 



Xl V.R 7 ,R 8 
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R 5 , r\ R\ R 20 &£XfR 21 fe&*3!k&VX7km. tKodfV, ItS^L 

■CV^iVHffiRT/^K g^£*bTV>Tt>£V^i$T/^<7--/K g&S&W 
bTV^^VMSiKT/l^VK g^S^bTV>T 1 bJ;V^^T/V3drv/ x 
=S:WU-CV>-rt>J:v^jKT^/^^-, B*feS&#bTV^«fcvVT'>7K gmSSr 
^bTVvCfcJ^TSA fiife£&WbTVvCfe«fcV>Ty—/K BifeS&^rb-cvobJ: 

v vrv—Attis. «*a&Sr^rbtv vct> J;v >ry— /i^^fciSB&S&^b-ci * 

x'te-o-, -s- -NR u -(wrtR n tt*$, tiS^fLtv^tiv^MT;^ 
/v, B^^bTi^J^rvvK g^S^bT^TtJ^MT/i^/K*^ 

^^/^ytrasifeSSr^rbTv^feiv^T!;— /k*/vjJwvk -cr 12 r 13 co-, -(c 

R 12 R 13 ) mO- - (CR 12 R 13 ) mS-*fctt-0 (CR 12 R 13 ) m- (rr.T?R ia *5 £T/R 13 « 
#*M5jrbT*^^fc«^T/^/l'-efc«9, mttl— 3tf>«E$0 (#{^f *b< 

ra, -o-, -s-, #&c-s--efc5) . 

x 3 iicooR 17 (^i-eR 17 {*7K^^c{^mT7V=¥/v) -e*>5) -cfc5„ 

[0046] rR 6 tR 15 &£Tm ie femW:-rz>fcmmirt— mittoxm&i&f&iir^ *fc» tr 1 

5 ^J;OT 16 ^R^i^i-S^*im^^-^{-^oTm^^Ji-§^^,R 6 ^R 15 ^ 

t>«tv \&S5(if8fc8— l io9l«>^fll BiU&Sr^VCV >Tt> J; v vTyjnsis) itfz 
»B*SSr*bTV^J:v>2S«>^9 l ng||-c*>S 0 >fVK— /K 

^as^tf btt^o rB^?r#bTV^t>J;v^mm8-ll<D^<7>^^(#^. B 
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#jcoems«. 5£(D ^^ifv^Ji^g&m^^gmx&t^^yST 

fc-So S&g£Urfij\ ^xifi, /np^, tKo^>s etfe£&*bTVvTt>J:vMe» 
tvv^/k g&S&*LT^TfcJ:v^jRT/i^~/K g&S£^LTV^<i;v^ 

v^i&TA3vv«\ g*&S£:WLTV>TfcJ^Tv7K g^£r#UTVv-ob^ 

gmssr^brv^iv^ry— a^-*\ g&&£r#UTv^Tb£v^ 7pSS: 

dpy^ fcKodfi/. g&a&^LTV^iVMg^T/l^:^ g&S£*L 

o 

LTV ^Tb «tV Wl'V) J *5 £Xfi rg^S^bTV >Tfc> £V ^2g|<D— ^rngt J ©0 
*UV^J}*, 

Wb9] 
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R 5 , R 7 , R 8 *5J;tJ«R 20 -R 22 «^-^a5i:bT^K^. An^y, fcKn^ g&^£# 
UTV^Tt><fcvM£»T/v3vK g&S£WLTV^T 1 bJ;vM6^T/Hr~/K g&S2r 
#LTV^J:vM£iRT/l^=./K ®&^^LTV>Tt£lMMT/V=*:3r^ g& 
&£^LTV>Tfc<fclM&«7/l^/i'^:*\ g&X^WLTV ^t^TvvK g&S 

iv vry— g&s&wu-cv vct> £v >ry — /i^rafcttftauE&wu-c 
R 9 *5j;rm 10 ^^Mi:b-r7Km, ^o^y, ^ry, g&g&Wurvvrk.fcvMaiR 

R 23 }**^ e^SSrWU-CV-Ob.tVMSjRT/V^/V', g&g&^UCV vrt>«fcV MS 
jRTVHwK g^^bTV^£vM£$fc7/v3r~/K gJkS£#bTV vo*> <£ 

wct>J;vvry— /kvvsJwk gittSr^u-cv^-cfc^vvr^A ttSUfeSr^vcv 

x^-o-, -s- -NR'Mrr-eR^teTkfif, gmg&WLTi^ivMS^T/i^ 

/V, g|feSS:^rbTV^-Ct>«tV^->'/K gm*Sr#U"CV>-ObJ:V^^T/^/^/V' 

*=/w*ytf4filfeS^b-cv^-cfe«tv^ry— -cr 12 r 13 co-, -(c 

R 12 R 13 ) mO- - (CR 12 R 13 ) mS-^fcte-O (CR 12 R 13 ) m- (Z.Z.-T*R 12 *5£Xm 13 te 

x 3 ^coor 17 (^T?R 17 r±7k**/tr*ffi»T/^/V') -c*>s) t?*>«o 
[0047] ^n^tm^mir^mm^b-m^^xn^m -rs. saw* rR 24 jsr 6 

S^KfJS^t— »t-*oTSSr^j-r5i:tt, R 6 £R 24 /5^ 5£(I)tfv< 
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o 




r 5 , r\ R 8 *5itm 20 -R 23 ^#^^s:u-c7Km. /np^ tKt^>\ m&m&m 
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J; wry— >vOr**/^ g^^bTv^-C l b t ^;v^Ty— /^^-*fcf*g^^WbT 
x x ii-o-. -s- -NR'-cr^-eR 11 ^*^, gm^^u-cvNT^iVNisar/^ 

*^/V^{*g^S^#bTV>TtjJ:V^y— /V^V*-^), -CR 12 R 13 CO-. -(C 
R 12 R 13 ) mO- - (CR 12 R 13 ) mS-*fcf*-0 (CR 12 R 13 ) m-(^T*R 12 :i3£7j?R 13 te 

f*. -O-, -S- #^-S-T*feS) > 

X 3 (4COOR 17 (r^-eR 17 «7K^*7c^^T7Vdf/V) "CfeS) "Cfe^o 

[0048] rR 9 ttR 25 t-^^^oT^^^ji-^,*fc{*rR 25 «R 9 ^^^^^o-c^^ 
Wfcli] 




i^T/V3vK g^^UTVN-CtiV^^T/^^v/, g^SSr^L-CVN-ObJ^ 

A^fcteg&S^bTV ^t£V VTy -A--Cfc«9 , 
X 3 «COOR 17 (^•t?R 17 «7K^*7t{*iS0T/V^) 
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[0049] rR 9 nR 10 b-m^tj;^xmZM)$.]~tZ>b\-$. R 9 £R 10 ^ 0^3©^rnJI^ 
o3~7 lt^t«rtS:i!*t5. ^O0£LV«^ gi&S£^LTV 

;tfc£, ^P7;v*y(^n^a/^, ^n^y, v-^n^>-^>\ v^u^MJ-V' 

^^3-7o^^m^ mm»^*L--cv vct> «tv >3MSt) J *5 £tf rg*«£ 
WLTV^t>£V^^nJp.gtJ<^gi«^ 5£(I) ^O^v^^JKDg^S^IH^ 
<£>g&S"-?&5o fi^SibTf*, fcKtidf-^ g&^Sr^l/TV^ 

Tt>J;vHSjRT/^w, g&S£^bTv^t>£v^imT/v^7-^K «JJU£*r^VC 

LTV^^vMS^T/v^/^:*-, g&S£#L-tv>-ofc>J:ivri//K I^SIftL 
-cvvok£vvr^A g&s&^ru-a^-cfcj^Ty— /k g^^L-a^-ob^r 
y— /v^-^v, gifessr^ruTv^-ctjiv^y— a^;*-, g^s^L.-cv^t>j:v^ 

jftTVl^^ g#^£#UTV>TtJ;VNfMT/l^/l^}\ gifessr^rb-rv^-cb 
fc*3 % rg^S^bTV^J;V^^3-7<D^^^#(#^, g&X2r^fL-c 
Mbi2] 



R 5 % r\ r\ R 8 *5«ttm 20 H:«-^ai£b-C7K^, tKn^v, g&S£#L 




R 5 ,R 6 ,R 7 ,R 8 R i 
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X'^-O-. -S- -NR 1 -^^"***^ gm»*UTV>T*>£V^j$T/V3r 

*~^;£mg&X£WbTv^^Ty— /wv*^) x -cr 12 r 13 co-, -(c 

R 12 R 13 ) mO- - (CR 12 R 13 ) mS-S-fcfct-O (CR 12 R 13 ) m- (^XR^XXM 13 ^ 

x 2 raiiMg-g\ -o-. -s- -so-. -so -\ -c=c-, -NR 14 -(^^-eR 14 «7K^, 

S^jTL-CV >T^iV ^mT/V^/^/^^V*fc«g^S^*bTV ^-C£> £V >ry — 
;vjvvi£~;VX*$>Z> 0 ) -CR 15 R 16 - (^T?R 15 *5 £im 16 te#* m^X^Mi^ltXt 
mkT;V3c;VXibZ> 0 ) ^fc^-COCR 2 ^ 24 - (^^R 23 *3 XXj^nfr* m^LVX 

x 3 iicooR 17 (^XR 17 n7Km^tci-ii&mT^/v) x&z> 0 
[0050] rR 10 ^R 15 ^*^^i-§^^m^^-^^^o-cm^^ji-?), *fcttrR 15 fiR 

7/-;w, jy^VS— /K "dW^-y, \f=7^. f7/-;w, a-^Mf^A- 
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LTV N-Ob £V M&SSr^LTV vob £v ^&TA*3f-~/W 

MU&Sr^TLTV ^Tb £V MSRT^a^, B#I»£WLTV >Ti> £V ^jgfcT/V^A- 

\ e&S&^LTVvTfeJ^T^/K g&SSr^LTwrbJ^T^A t^SSr 
*LT^Tb£V^y— /K eifeSSrWUXV^-CbiV^y— /v-^^ g&SSr^L 

^u^V, fcKt^:/. m&S£^LTV^t>£v^>(«T/i^:3ri^ g&S&W 
LTV ^Tb £v ^$fcT/i^/i^:*\ gt&g£^LTV >Tb £v ^»T/i^/^W*b 
v\ 

Wbi3] 
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r 5 . r\ r\ r\ R 20 ~R 22 te^M:&UT7R*. tK^^ g&SSr^TL 

x^-o-, -s- -n^m^-cr 11 ***^ m&m&mvx\,^xh£\<^mT/u* 

*=i/V-*fcttSlfeSSr^rU"CV^-Ob«J:V>Ty— /K^tfwl'K -cr 12 r 13 co-. -(c 
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R 12 R 13 ) mO- - (CR 12 R 13 ) mS-4fcft-0 (CR 12 R 13 ) m- T'R^tm 13 }* 

x 3 tecooR 17 (^^"CR 17 }*7K^*7^{*iS^T/v=ar/H -cfcs) -e*>5 0 
[0051] rR 9 «R 16 ^-^^^oT^^fi5cJi-§.*fc}*r R 16 ^R 9 ^--^^^o-c^^ 

Wki4] 



x 3 (icooR 17 (^-CR 17 «7Km^c«rar/v=3f-/v) t?*>5) 

[0052] TR 16 ^R 9 ^J;tm 15 {iR 10 i:#^ tC^oTilg^^^J -fSttt. 




X 3 «COOR 17 (^CT-R 17 «7Km*fc{mmT/V^/V) -CfcS) 




Mki5] 
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[0054] *»Wft#4fcri*©»JSffii«iS^^U 4b&® (i) fc#U &M<n&v>&i&ft s ?- 
[0055] *mJMk&%} (I) #^^JD!C^&^Pt-3l&^fi, yizm&J:Xfii£X<D3:te 

[0056] jf.m%\\^m (i) «x ^j^f»o^*fe-e^i-s*^tb*5o 

(3llSfcMfr^(la) (X^CX (CR 12 R 13 )mO. O (CR 12 R 13 ) m) <D&)& 
Wfcl6] 

// \ + 
(11-1) 

p^/w*/v^t5:H\ ^^vwvi^^v-k. ^#^^tK^^(^J. M^v. ^vi? 
yf©^7^ys#ftf, -ao'C—iso'C, 0^u<«ot:— loo'C-e. o. 5—90 
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B*W^**ttfiJ:V\ ) 



[0057] m2fe)tt&to (lb) (X 1 = 0, SUcfcttNR 11 ) <D&f& 
Mfcl7] 



0£ 



LG + 




(H-2) 

&®0h)$:&$rrz>z.bi>X'$z> o 5Hfcttm^mm<p. m.m^^r. -lo-isot 

. ^U<«0-150 < CT\ o. 5— 90i*BIff^.rtrj:v\ »HH:±IB»i«tel!:»*fcPI 
Tkf^frWAftifh &JR*8Mb«K0!U TKSfcrt^HJ*^ 7kM:#y^ tK 

^MfrArnH^K. ^y^tert-^h^v-K^f). ^TK^hy^A, ^JS^hy* 
A, #«T5V(hy^/VT^ DBUftif)#a^ff fettSo 
5£ (II-2) *3 (in) ^$ti*-fb^» tt^P©^k-&*Srffl v ^ £< , <k£n<JD 

[0058] (Sg3*fe) (Ic) (X 1 = CR 12 R 13 CO) 

^(Ic)T^$tt5^^T^$tV^b^«^T^-hT^^T-#So 
Mkl8] 



WO 2005/054213 



44 



PCT/JP2004/017706 





X 2 -Pra 

2) Hal-CR 9 R 10 X 3 
R 9 " 




mmtmm) 

^ (n-3) -e^$tt^>fb^^^: (iv) x^&nzfc&yo&muRfoizw^ (v) 
eye- i sow, o. 5~90^sj££«u2J:v\ s ift^^R 13 ^**-?^ 

ffl v ^t^-e^„ 5£(n-3) 4o itj^c (vi) T^£;ft5>ffc^f24^^fb^&ffl 
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[0059] (m4m)4k&m (Id) (X 3 =C(=NH)NHOH) 
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B21 


C5 


5193 


A3885 


B21 


C41 



5194 


A3885 


B21 


C59 




5238 


A3888 


B2 


C59 


5195 


A3885 


B22 


C1 




5239 


A3888 


B21 


C1 


5196 


A3885 


B22 


C5 




5240 


A3888 


B21 


C5 


5197 


A3885 


B22 


C41 




5241 


A3888 


B21 


C41 


5198 


A3885 


B22 


C59 




5242 


A3888 


B21 


C59 


5199 


A3886 


B1 


C1 




5243 


A3888 


B22 


C1 


5200 


A3886 


B1 


C5 




5244 


A3888 


B22 


C5 


5201 


A3886 


B1 


C41 




5245 


A3888 


B22 


C41 


5202 


A3886 


B1 


C59 




5246 


A3888 


B22 


C59 


5203 


A3886 


B2 


C1 




5247 


A3889 


B1 


CI 


5204 


A3886 


B2 


C5 




5248 


A3889 


B1 


C5 


5205 


A3886 


B2 


C41 




5249 


A3889 


B1 


C41 


5206 


A3886 


B2 


C59 




5250 


A3889 


B1 


C59 


5207 


A3886 


B21 


C1 




5251 


A3889 


B2 


C1 


5208 


A3886 


B21 


C5 




5252 


A3889 


B2 


C5 


5209 


A3886 


B21 


C41 




5253 


A3889 


B2 


C41 


5210 


A3886 

^»ww WV 


B21 


C59 




5254 


A3889 


B2 


C59 


521 1 


A3886 


B22 


C1 




5255 


A3889 


B21 


C1 


5212 


A3886 


B22 


C5 




5256 


A3889 


B21 


C5 


5213 


A3886 


B22 


C41 




5257 


A3889 


B21 


C41 


5214 


A3886 


B22 


C59 




5258 


A3889 


B21 


C59 


5215 


A3887 


B1 


C1 




5259 


A3889 


B22 


CI 


5216 


A3887 


B1 


C5 




5260 


A3889 


B22 


C5 


5217 


A3887 


B1 


C41 




5261 


A3889 


B22 


C41 


5218 


A3887 


B1 


C59 




5262 


A3889 


B22 


C59 


5219 


A3887 


B2 


CI 




5263 


A3890 


B1 


CI 


5220 


A3887 


B2 


C5 




5264 


A3890 


B1 


C5 


5221 


A3887 


B2 


C41 




5265 


A3890 


B1 


C41 


5222 


A3887 


B2 


C59 




5266 


A3890 


B1 


C59 


5223 


A3887 


B21 


C1 




5267 


A3890 


B2 


C1 


5224 


A3887 


B21 


C5 




5268 


A3890 


B2 


C5 


5225 


A3887 


B21 


C41 




5269 


A3890 


B2 


C41 


522fi 


A3887 


B21 


059 




5270 


A3890 


B2 


C59 


5227 


A3887 


B22 


C1 




5271 


A3890 


B21 


CI 


5228 


A3887 


B22 


C5 




5272 


A3890 


B21 


C5 


5229 


A3887 


B22 


C41 




5273 


A3890 


B21 


C41 


5230 


A3887 


B22 


C59 




5274 


A3890 


B21 


C59 


5231 


A3888 


B1 


C1 




5275 


A3890 


B22 


CI 


5232 


A3888 


B1 


C5 




5276 


A3890 


B22 


C5 


5233 


A3888 


B1 


C41 




5277 


A3890 


B22 


C41 


5234 


A3888 


B1 


C59 




5278 


A3890 


B22 


C59 


5225 




B2 


C1 










5236 


A3888 


B2 


C5 










5237 


A3888 


B2 


C41 











[0 1 32] w (dppart^^ m mms-f&yn «:ppar<d m 

ldl3£, MTom, mmm. mskm, ^^r^mm^. mm, »« 
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itm, mm, mmw). •wu^m, ^m. m(%m, ^mm. *mm. $mm. m 

par 8 m^r=t^vm^mir^t^mn. M^^H.r>L±^m^mnx^ 
[oi33] ^mi^m^ppART^^hm mmm.m^oti.x^'r^m^ ^ p #k # 

m p n txscm- m K&m x%% 0 
[0134] ^mmi^m<Dm^m^(omm\^m\^tcM^n. n&m. um%L mmnk m 

o 

h^<mm\±. mm&<DmiMkvxmmttWr&iztemigmm£tix\,^mM 
[0135] &mw4k&w<DPPART^^hmmmm.i&%bvx(D&-$-mi-i. B^<D^m. 
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f&Afcmn&5--rz>w&.mmo. os-ioomg/kg/B^&^^ixfm 1— 
iomg/kg/ b (Dffimftx*hz>o #mn&^(Dm&ia%&^mmz.£<Q*:%<mt£ 

ZiiKMftO. OO5-lOmg/kg/BT*&^0^b<{m Ol-lmg/kg/ 0 (D«S 
fflrt-CfcSo rfr&l B llHl— ^ClsIl^(tTlS^-rtb«^:V\ 

[0136] WTI-il^m, **WSr*fetc»b<ttW-f«^, itte>tt*»W«:IR3e^- 
[0137] ^Jg^iJ 



Me 




Et 




nBu 




tBu 


tert-^^/V 


nPr 




Ph 




Bn 




Ac 




Ms 




TMS 




PCC 




CDI 


1,1' -U;vi£~;v*M^J— A* 


DBU 


1, 8-v ? Tiffv'^n[5. 4. 0]?VtH?-' 


DME 


1, 2-v^t>= 5 rv-^>' 


DPM 




TBS 




TFMP 
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[0138] Mk26] 



O 



1) LiN(TMS) 2 
(COOEt) 2 

2) NH 2 OH H 2 0 



COOEt 



(R^TFMP, R 2 =H, 1-1-1) 

|g2,H£610nig#7i o ^y^«7^3. 5g^^/-/W35ml, ifcHtK^S/vVTS 
VI. 22gSrAP^.20^fK3S«EUfe, tK^Bx., ^nn*/l/A-C«lffl, W 

y^/Wi^M-ttU RKxf;l/:^f-ty(l:l)t»HlU m&ik&fa&te&fe 

&tL-X2. 55g#fc 0 lfc^60% 
[0139] (1-1-2) — (1-1-4) t>|^#^^UfCo 
[0140] [^64] 



No 


R 1 


R 2 


NMR 


1-1-1 


TFMP 


H 


1.46(3H,t,J=6.9Hz),4.49(2H,q,J=6.9Hz),7.04(l 
H,s),7.77(2H.d.J=8.7Hz),7.95(2H,d,J=8.7Hz) 


1-1-2 


TFMP 


Me 


1.46(3H,t,J=6.9Hz),2.47(3H,s),4.49(2H,q,J=6.9 
Hz),7.78(2H l d,J=8.4Hz),7.86(2H,d > J=8.4Hz) 


1-1-3 


p-Cl-C 6 H 4 - 


H 


1.45(3H,t,J=7.2Hz),4.48(2H,q,J=7.2Hz),6.92(l 
H,s),7.47(2H,d,J=8.4Hz),7.75(2H,d,J=8.4Hz) 


1-1-4 


tr u v > - 

4 — f 


H 


1.46(3H,t,J-7.2Hz),4.50(2H,q,J=7,2Hz),7.12(l 
H,s),7.68(2H,d,J=6.0Hz),8.79(2H,d,J=6-0Hz) 



[0141] ###!|2 

5_y a ^_4_^^ / V_^ydr^y'w- yk _3_^ / ^^V^^^/V-^7 1 /P(l-2-l) 
Mfc27] 
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COOEt 



Br-^O" 



COOEt 



NH 



mtLrd. 36g#fc 0 i&s£80% 

'H-NMRCCDCl ): 1.43(3H,t,J=7.2Hz), 2.19(3H,s), 4.45(2H,q,J=7.2Hz). 

3 

[0142] 0ft28] 

Me COOEt Me COOEt 



yVx^r^lR^TFMP, 1-1-2) 

^-^$3 (1-2-1) 243mg£rDME6mH;i:^#?U A-y)znv3rxi**f-;V'7^;Vi$Kx 
>-^285mg. ^^y!>A420mg, PdCl^dppf) 81mg^nx., 100^^71^* 

9mg#fc 0 W80% 




#%fl!|3 
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[0143] Mb29] 




m^M4 

[5- (4-hV^^^^^^=- M -YyW-^-W/H^-^ (R 1 =TF 
MP, R 2 =H, 2-1-1) 

/V (1-1-1) 1. Ogto**/— /H5mlfc**U tK^T, **-fb*«>*^hy^A35 
Smg^Pi, 5^m^^^MUje^2^F^«^bfco KJSWtKio'CWT-ClMiftBfc 

£^£r#§iiIi£LT820mg (W96%) #fc 0 ^tV^^^/V— .^Mf^fcfflftS 

U j»^lll-ll3'C«>3ISS : S^feo 
[0144] (2-1-2) - (2-1-9) fcl^t^f&LfCo 
[0145] [^65] 



No 


R l 


R 2 


NMR(CDCW 


2-1-1 


TFMP 


H 


2.04(lH,t,J=6.0Hz),4.85(lH,d,J=6.0Hz),6.70(lH,s), 
7.74(2H,d,J=8.4Hz), 7.91(2H,d s J=8.4Hz) 


2-1-2 


TFMP 


Me 


1.97(lH,t,J=6.6Hz),4.80(2H,m),7.76(2H,d,J=8.4Hz), 
7.85(2H,d,J=8.4Hz) 


2-1-3 


4-C1- C 6 H 4 - 


H 


4.82(2H,s),6.58(lH,s),7.50(2H,d,J=8.7Hz),7.72(2H,d 
,J=8.7Hz) 


2-1-4 


4-C1- CeH 4 - 


Et 


1.25(3H,t,J=7.2Hz),2.68(2H,q,J=7-2Hz),4.80(2H,s), 
7.47(2H,d,J=8.4Hz),7.63(2H,d,J=8.4Hz) 


2-1-5 


Me 


H 


2.30(lH,s),2.42(3H,d,J=0-6Hz),4.71(2H,s),6.04(lH,q 
,J=0.6Hz) 


2-1-6 


Et 


H 


1.30(3H,t,J=7.5Hz),2.23(lH,s),2.77(2H,qd,J=7.5,0.6 
Hz),4.72(2H,s),6.04(lH,t,J=0.6Hz) 


2-1-7 


Br 


Me 


2.03(3H,s),2.06(lH,brt,J=7.5Hz),4.73(2H,d, 
J=5.7Hz) 


2-1-8 


^;p*u > 


Me 


1.98(3H,s),3.35-3.38(4H,m),3.78-3.82(4H > m), 
4.60(2H,s) 


2-1-9 


fcfU ^>-4- 


H 


2.20(lH,brs),4.85(2H,s),6.81(lH,s),7.65(2H,d,J=6-0 
Hz),8.75(2H,d,J=6-0Hz) 
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[0146] Mt30] 




i>cmss 
3) mm 




OH 



###15 

flXg {£M (TBSte) 

=¥i7-y— ^(R^TFMP.R^H, 2-2-1-1) 

8. 31g,t-^/V^^/Wy/^i37^K5. 67g. ^5yV— 49g. SfrfH^l*' 
W60mlom^£2B#ra«^Wc„ HJ^^^*^*nx.^nn*/^-e2[Httt±lbfc: 

'H-NMRCCDCl ): 0.14(6H, s), 0.94(9H, s), 4.82(2H, s), 6.68(1H, s), 7.73(2H, d, 

3 

J=8.4 Hz),7.91 (2H, d, J=8.4 Hz). 

-eimmmwistco R^m^vu^/v^/v^T^. 42 g ^nx.rc^, ££>^ 
^ux^ommmwisfro Rmm^^m^t^ mm^^x^mi^tio 

NMRCCDCl ) : 5 3.44(3H,s), 4.73(2H,s), 4.76(2H,s), 6.70(lH,s), 

3 

7.72(2H,d,J=8.7Hz), 7.92(2H,d,J=8.7Hz) 

[0147] m2nm mMm 



WO 2005/054213 
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TBSffc^R 1 =TFMP, R 2 - Br 

4-:/T3^-3-tert-^/vvW/i'v'y >v3r3t*/**f-?v-&- (4-MJ y/v^rn^/vy 
^;V) ^y^y— ?V (2-2-2-1) 

M2-2-1-D9. BOgSr^h^tKn^V 190ml^^bfc o r<D^^ 
^n-^^y^^AO^dri?-^^(l. 57M)Sr-78 < C-ei5^d^t-C»rTbfeo -7 

sr-^o^-naa^m. jyst9. 36 g &io#a>tt-c»iTUfco -78t:-e2^riwt, 

'H-NMRCCDCl ): 0.16(6H, s), 0.94(9H, s), 4.81(2H, s), 7.77(2H, d, J=8.1 Hz), 

3 

8.18(2H, d, J=8.1 Hz). 

TBSffc, R 2 = Br— ►R 1 = TFMP , R 2 = ^^/l^ 

4 _^^ /V _3_ (tert-^^/l-^^-Zl-^y ;V^r^^;V) -5- (4-hy yMu^f- 

;Vy^;V) ^y^r^/—;V (2-2-2-2) 

MI&196mg^h^tKci7^>'2ml^^^b, 1, 2-v ; ^ ? ci ; e^>28mg^PX.-C 

5#5SL ^nnhy^/Vv'^>16mg^Px.-C5^r^«#UfCo ^0^/^tiWK37 

6mg£^r^tKn:77^4ml^itfi?U £;h,&KJ£tftfci!&TUfco 30#|$3S»6&, K 
J^^^4-^n^-3-tert-y^/V^^/V^y/^^i/^^/P-5-(4-hy7/V-^-n^ 

^/K7^/l^My3rlJ-;A- 7K2-2-2-l)376mg, veiling, hy^o 

^driy/V^y^^ (14mg, Th7tFv77>4ml(Dm&WfcffiTl'30ftmMm^tz- 

g^^^/W:^ih>-(l:50)-e^ttiU ^fE4b^£ltfe^Bli£U-t358mg#7Co 
ItK^80% 

'H-NM^CDCl ): 0.03(6H, s), 0.86(9H, s), 4.13(2H, s), 4.66(2H, s), 7.14-7.31(5H, 

3 
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m), 7.67C2H, d, J=8.4 Hz), 7.76(2H, d, J=8.4 Hz). 

3-^h^^h^^^-5-(4-hy^/v^p^^/v^^^^)^y^y— 

^-^y^y^Y^^;V-^-{A-Y^JV^xi^;V-7^)V)y(y^r^/-- A286m 
g, "rY^Ynyv^x^^m^W^ n-^A^V^Ml. 6M^^mm) 1. 
56ml^Px.fc„ -TS'CT'O. 5Hf Rg«#^ N, N-^^A*AAT^K257mg£r— 

SfBfb^ 1 7 9mg£r#fc 0 

NMRCCDCl ) : 8 3.45(3H,s), 4.81(2H,s), 4.96(2H,s), 7.84(2H,d,J=8.4Hz), 

3 

8.08(2H,d,J=8.4Hz), 10.14(lH,s) 

/VjJ?T/V7 ? tKl2. 4g, ^h^^T^VJfelfe^. 79g. ^h^tKn^^^300ml(D^ 

&m*&ox,x»mT$mw\^tz. 0 mm^w&Tm^um.. mt^^M^jsm^ 

^(5:95)t?»mU SRiBffr^lO. 6g£r#fc 0 

N MR(CDC1) : 6 1.33(3H,t,J=7.2Hz), 3.46(3H,s), 4.23(2H,q,J=7.2Hz), 4.18(2H,s), 

3 

4.89(2H,s), 7.77(2H,d,J=8.4Hz), 7.88(2H,dJ=8.4Hz), 8.17(lH,s). 
[0148] 3&3X© mm (fl^TBS^fti) 

(R 1= =TFMP % R 2 =Bru 2-2-3-1) 
4-^0-^-3- (tert-^ '^A^^/I^y A^^^^AO -5- (4~MJ 7Ac*T3 j« 
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=f-7V7zr.=-/V) 4V*^J /V (2-2-2-2) 358mg^h7tKn^7^8mnc^^b, 
tetra-^^/VTV^e^-^^^/V^-^KO. 88ml(lM-rl>7fcKi3:77>1M) ^P^l 

fc 0 M-t?ii^RHt#«, 7k^nx.S^#itbfco B^ift^/v-cttW. tK&^U 5 

££LT207mg#;fco JR4*78% 0 

'H-NMRCCDCl ): 4.10(2H,s), 4.62(2H,s), 7.15-7.34(5H,m), 

3 

7.70(2H,d,J=8.7Hz),7.77(2H, d, J=8.7Hz). 

(Jj^h^^/Wb) 

y^i^-y— ;H8. 7g, 6&Jg£lfe36. lmk^y— ^311ml<D^#^£4. 5R#F^ 
NMR(CDC1) : 5 1.29(3H,t,J=7.2Hz), 3.65(2H,q,J=7.2Hz), 4.61(2H,s), 4.82(2H,s), 

3 

7.78-7.80(4H,m). 
[0149] (2-2-3-2) — (2-2-3-6) fcPJfilfc^-ffcUt, 
[0150] [^66] 



No 


R 1 


R 2 


m2nn 


NMR 


2-2-3- 
1 


TFMP 


Bn 




0.03(6H,s),0.86(9H,s) > 4.13(2H,s),4.66(2H,s),7.1 

4-7.31(5H,m),7.67(2H,d,J=8.4Hz), 

7.76(2H,d,J=8.4Hz) 


2-2-3- 
2 


TFMP 


Br 




2.15(lH,brs),4.82(2H,s),7,49(2H,d,J=8.7Hz) > 7. 
98C2H,d,J=8.7Hz) 


2-2-3- 
3 


TFMP 


CH 
O 




3.74(lH,t,J=7.5Hz),4.89(2H,d,J=7.5Hz),7.88(2 
H,d, J=8. lHz).7.95(2H,d, J=8. 1Hz), 10. 10(lH,s) 


2-2-3- 
4 


TFMP 


SPh 




0.04(6H,s),0.85(9H >S ),4.74(2H,s),7.11-7.26(5H, 
m^7.70(2H.d,J=8.7Hz),8.22(2H,d,J=8.7Hz) 


2-2-3- 
5 


TFMP 


CH2 
OEt 




1.29(3H,t,J=7.2Hz),3.65(2H,q,J=6.9Hz), 
4.61(2H,s), 4.81(2H,s), 7.78-7.80(4H,m). 


2-2-3- 
6 


TFMP 


CH= 

NO 

Et 


-r ^ y T)V 


1.36(3H,t,J=6.9Hz),4.27(2H,q,J=6.9Hz), 
4.81(2H,d,J=7.5Hz), 7.79(4H,s), 8.26(lH,s). 
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[0151] Mfc31] 




0^M6 

[4-^a^-5- (4-^na7x^) ->f y 3Mfy*— /V-3— f /V]-^/— (R 1 = 4- 
Cl-C H R 2 =Br, 2-3-1) 

6 4 

[ 5 -(4-^nn^3i^/V)-^y=3r^-y— /V-3-^/V]-y^y— (2-1-3) 2. 51g£ 
^ky^V>25ml<D^lJl. 7R?^TN-yn^«<^5;K2. 16g^D^L, 30#» 
H{-^?a"ei6NF^S^b^o SJ^^^nciTK/^T^^bfc^. Tk^KTlM 

x^:^fy(l:2)t*i{liU ^fa^-a-^^^^U-Cl. 41g#fc 0 J|X^49% 

[0152] (2-3-2) *3 j:^ (2-3-3) ^u^imitvx~mt^m^m^\ 

[0153] [^67] 



No 


R 1 


R 2 


NMR 


2-3-1 


4-C1- CgH^ 


Br 


2.18(lH,t t J=6.6Hz),4.82(2H,d,J=6.6Hz),7.49(2H,d,J= 
8.7Hz),7.98(2H,d,J=8.7Hz) 


2-3-2 


Me 


I 


2.11(lH,t,J=6.6Hz),2.47(3H,s),4.69(2H,d,J=6.6Hz) 


2-3-3 


Et 


I 


1.30(3H,t,J=7.5Hz),2.82(2H,q,J=7.5Hz),4.70(2H,s) 



[0154] Mb32] 



Me v Me 




2 - [ 4 _/.^vv-5- (4-by n^/i^a—AO -- ry — /V-3— f /V] -:A2 

/^^-2-^— /V (2-4-1) 
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5- (4-MJ 7/l/tn^^;k7i^) -^y^-^/—;V-3-^;V^.>^^/V^^ 
4/(1-1-2)1. 03g^*^7fcKo7^10mltJ:igfl?U /W£*PT. 1 

#fc 0 itb^-^^^i^^^S^iaL'^iE^^^738mg#7 v Co W75% 
gt£C126-127T: 

'H-NMRCCDCl ): 1.71(6H,s), 2.38(3H,s), 7.75(2H,dJ=8.4Hz), 7.81(2H,d,J=8.4Hz). 

3 

[0155] Wb33] 



R 4 




2-5-1-1) 

(2-1-2) 4. 88g^'fb^^V200ml^^^b > t°y^Woo^ 

, ^xf;V:^fy(l:4)tg|JiU ^O^^^#f-o ^h/£r^1*->\J:0S 
3feSLSIB^^Sr4. 14g#fc 0 Jfc^86% 

'H-NMRCCDCl ): 2.49(3H,s), 7.79(2H,d,J=8.1Hz), 7.87(2H,d,J=8.1Hz), 

3 

10.23(lH,s). 

%2,-XM. Tsu^cMt 

1- [4-^^/V— 5- (4-M; 7/1^ n^/l^a^/VO -vf y /l^-3— -^n 

x^^-1-^-— (R 4 = Et, 2-5-2-1) 
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MlTM~e1&btyjt4k&V0 (2-5-l-D 765mg^7Kxh7tKn77V20mlJ2:^ 
8?U -70 < C-ClM^/W^v'^^^n^K3. 2ml^PX.. ££>K11. 5B#fi^ 

^£M&<^,f B £LT345mg#*:o JR^40% 
[0156] mWiK. (2-5-2-2) Sr^f&Ufco 
[0157] [^68] 



No 




NMR 


2-5-2-1 


Et 


1.05(3H,t,J=7.5Hz),l-92-2.04(2H,m),2.30(3H,s),4.83 
(lH,t,J=6.6Hz),7.75(2H,t,J=8.4Hz), 7.83(2H,d,J=8.4Hz) 


2-5-2-2 


4-F- C 6 H 4 - 


2.03(3H,s),6.03(lH,s),7.05-7.11(2H,m) > 7.42- 
7.47(2H,m),7.73(2H,d,J=8-4Hz),7.79(2H,d,J=8.4Hz) 



[0158] ###!J9 

(4-^/V-5-^r/U^J ^-4-^/V-4y^r^—^-S-4M -*#J—A' (2-6-1) 
Mb34] 




^^(2-1-7)1. 66gSr^/^yV5mHJl»#b, 140W2B#IRHl#L;fco ^<£» 

&m&mz&&M7L, mm^^x^m, mu^m^x^^ mxmst^y*^* 

J&^66% 

'H-NM^CDCl ): 1.98(3H.s). 3.35-3.38(4H,m), 3.78-3.82(4H,m), 4.60(2H,s). 

3 
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[0159] Mb35] 

R3 R 4 

R^jy^OH (ASS)MsCI. Et 3 N 
R1 J^ N (B;£)S0CI 2 . eys?V 

m^MlO Afe(LG=OMs) 

-Wf^^;V(R 1= TFMP, R 2 = CHO, R 3 , R 4 =H. 3-1-1-1) 

>fb-^ (2-2-4-2) 1. 79gS^a^^^30mU!l!||»U, tK^T^^^/^- 
,l^£25MTO. 61mU hU^/VT^l. 38ml^P^L, lB#raSl#Ufco ^(V&RJfc 

W%M&<Dffi£hbVX2. 21g#fCo ^129-130°C Jfc4*96% 
[0160] (3-1-1-2) — (3-1-1-6) fr&f&Uto 

[0161] [*69] 



No 


R 1 


R 2 


NMR 


3-1-1-1 


TFMP 


CHO 


3.21(3H,s),5.58(2H,s), 7.88(2H,d,J=8.4Hz),8.01(2H,d, 
J=8.4HzU0.14(lH,s) 


3-1-1-2 




Me 


2.01(3H,s),3.05(3H,s) > 3.38-3.41(2H,m),3.79- 
3.82(2H,m), 5.16(2H,s) 


3-1-1-3 


4-C1-C6H4- 


CH20 
Et 


1.28(3H,t,J=6.9Hz),3.10(3H,s),3.63(2H,q,J=6-9Hz), 

4.50(2H,s),5.41(2H,s),7.50(2H,d,J=8.4Hz) > 

7.70(2H,d,J=8.4Hz). 


3-1-1-4 


TFMP 


CH=N 
OEt 


L34(3H,t,J=7.2Hz), 3.18<3H,s), 4.26(2H,q,J=7.2Hz), 
5.58(2H,s), 7.80-7.81(4H,m), 8.17(lH.s) 


3-1-1-5 


4-C1-C6H4- 


CH=N 
OEt 


L33(3H,t,J=7.2Hz), 3.16(3H,s), 4.25(2H,q,J=7.2Hz), 
5.56(2H,s) 7.51(2H,d,J=90Hz), 7.63(2H,q,J=9.0Hz), 
8.14(lH,s) 


3-1-1-6 


4-OCF3- 
C6H4- 


CH-N 
OEt 


1.33(3H,t,J=7.2Hz), 3.17(3H,s), 4.25(2H,q,J=7.2Hz), 
5.57(2H,s) 7.37(2H,d,J=87Hz), 7.73(2H,q,J=8.7Hz), 
8.15(lH,s) 



[0162] #%#Jll B?£(LG=C1) 

3-^nn^/V-5-(4-^nin;7^/vWy^;A- /1^(R 1 =4-C1-C H „ R 2 =H 

6 4 

, R 3 =H, R 4 =H, 3-1-2-1) 
[5- (4-^ao-7i=/V) —rySMJV— JV-Z-J A> (2-1-3) 1 . 73g 
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[0163] mfflZ. (3-1-2-2) — (3-1-2-17) ^b^Sr^Uto 
[0164] [*70] 



No 


R 1 


R 2 


R 3 ,R 4 


NMR 


3-1-2-1 


4-C1- C 6 H 4 - 


H 


H,H 


4.64(2H,s),6.63(lH,s),7.46(2H > d,J=8-4 
Hz),7.73(2H,d,J=8.4Hz) 


3-1-2-2 


TFMP 


H 


H,H 


4.66(2H,s),6.45(lH,s),7.75(2H,d,J=9-0 
Hz),7.91(2H,d,J=9.0Hz) 


3-1-2-3 


TFMP 


Me 


H,H 


2.33(3H,s),4.65(2H,s),7.76(2H,d,J=8.7 
Hz),7.85(2H,d,J=8.7Hz) 


3-1-2-4 


TFMP 


CH 
O 


H,H 


4.89(2H,s),7.87(2H,d,J=8.7Hz),8.03(2 
H,d,J=8.7Hz),10.17(lH,s) 


3-1-2-5 


TFMP 


Me 


H,Et 


1.15(3H,t,J=7.5Hz),2.30(2H,qd,J=7.5, 
7.5Hz),4.93(lH,t,J=6.6Hz),7.76(2H,t, 
J=8.4Hz), 7.83(2H,d,J=8.4Hz) 


3-1-2-6 


TFMP 


Me 


H,4-F- 
C 6 H 4 - 


2. 14(3H,s),6.62(lH,s),7.07-7. 13(2H, 

m),7.50-7.55(2H,m),7.75(2H,d, 

J=8.4Hz),7.81(2H,d,J=8.4Hz) 


3-1-2-7 


TFMP 


SPh 


H,H 


4.55(2ri,s),7.1o- (.£ /tp±l,iaj, / . / o^n, 
d.J=8.7Hz),8.25(2H,d,J=8.7Hz) 


3-1-2-8 


TFMP 


Bn 


H,H 


4. 15(2H,s),4.41(2H,s),7. 15- 

7.35(5H,m),7.71(2H,d,J=8.7Hz),7.78( 

2H,d,J=8.7Hz) 


3-1-2-9 


4-01-0^4- 


H 


H,H 


4.64(2H,s),6.63(lH,s),7.46(2H,d,J=8.4 
Hz),7.73(2H,d,J=8.4Hz) 


3-1-2-10 


4-Cl-C 6 H 4 - 


Br 


H,H 


4.46(2H,s),7.50(2H,d,J=8.7Hz),7.99(2 
H,d,J=8.7Hz) 


3-1-2-11 


4-Cl-C 6 H 4 - 


Et 


H,H 


1.28(3H,t,J=7.5Hz),2.72(2H,q,J=7.5H 
z),4.64(2H,s),7.47(2H,d,J=8.4Hz),7.65 

(2H,d,J=8.4Hz) 


3-1-2-12 


Br 


Me 


H,H 


2.06(3H,s),4.56(2H,s) 


3-1-2-13 


fcf U >?>-4- 


H 


H,H 


4.66(2H,s),6.85(lH,s),7.67(2H,d,J=6.0 
Hz),8.77(2H,d,J=6.0Hz) 


3-1-2-14 


Me 


I 


H,H 


2.49(3H,s),4.53(2H,s) 


3-1-2-15 


Et 


I 


H,H 


1.31(3H,t,J=7.5Hz),2.83(2H,q,J=7.5H 
z)4.53(2H,s) 


3-1-2-16 


TFMP 


CH 

20E 

t 


H,H 


1.28(3H,t,J=6.9Hz), 3.64(2H,q,J=6.9 
Hz),4.57(2H,s),4.73(2H,8),7.69(2H 
,d,J=8.4Hz),7.90(2H,d.J=8.4Hz) 


3-1-2-17 


4-OCF3- 
C6H4- 


CH 
20E 


H,H 


1.28(3H,t,J=6.9Hz), 3.69(2H,q,J=6.9 
Hz),4.55(2H,s),4.72(2H,s),7.35(2H,d,J 
=8.7Hz), 7.82(2H,d,J=8.7Hz) 



[0165] &nmi2 
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(3-2-1) 



Mb36] 



OH 





CI 



7*fcK (3-1-2-4) 203mgi:^^y— /V5mlO^^TK^T. zR^fbfc^^-MJ^ 
21mg^Px.^M^T2^^»#brc 0 K^^ffiT^IK^#*o ^SI-tK^PX. 

:3)tifflU ^|B^^I^ B e B i:UT210mg#fCo ^87% 



###|13 

= Me, 4-1-1) 

3-;7/V;^a-4-fcKn3->^^X7Vl^fcK5. OOg, N, N-^^/^^/W^-'f 
/V^ayK5. 29g, hU^/^T?;^. 33g, N, N-^^/VT^/fc^v^Semg, S? 

05g#/Co Jfc5£71% 

*H-NMR(CDC1 ): 3.39(3H, s), 3.47(3H, s), 7.277.35(1H, m), 7.677.74(2H, m), 

3 

9.97QH, s). 



[0166] Mb37] 
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HornerHEmmons Rfc 

X7VKR=3-F % R 17 = Me % 5-1-1) 

i/^/Vf-^rtUV/^ls^ 2-~7J>V3rxi-4-'fo;V*;V7=.^/V^X : rJ>V (4-1-1) 7. 
05g, i?*<?*/V&XfrS&W& s 7-A'5. 89g. mtV^J^l. 57g. i?^/V&/\sJ±T$ 
K70mlc^^^3iCl, 8->>T1flfv^n[5. 4. 0] ^7^-7-^ ^5. 16g^r*PX., 

I&s£86% 

'H-NMRCCDCl ): 3.37(3H, s), 3.46(3H, s), 3.81(3H, s), 6.39(1H, d, J=15.9 Hz), 

3 

7.12(1H, m), 7.307.35(2H, m), 7.63(1H, d, J=15.9Hz). 

sg3xg m&Rm 

3- (4-^f;v*;w^^;ww77^-3-7;vto7x-;v) T?V/v$k 

3i^/V(R=3-F. R 17 =Me, 6-1-1) 

*-*T)V (5-1-1) 7. OOg^v^^/1^— ^KO^^J^265 < C-e30^Ffl«#U 
fe„ BfcM*m&\0§W<&. ^VXtf/^v^hKttU ^nnTjvVATiMU *ifE 
^-a-^)^^^i:U-C7. 00g#fc o H51^100% 

[0167] mmiZ (6-1-2) — (6-1-17) £-^f&Wt„ 

[0168] [*71] 
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No 


R 


R 17 


NMR 


6-1-1 


3-F 


Me 


3.04(3H,br),3.13(3H,br),3.82(3H,s),6.45(lH,d, 
J=16.2Hz),7.26-7.31(2H,m),7.48-7.t>dU^ 1 » m ;> 
7.64(lH,d,J=16.2 Hz) 


6-1-2 


3-OMe 


Me 


2.95-3.20(6H,m),3.82(3H,s),3.90(3H > s), 
6.45(lH,d,J=15.9Hz),6.95-7.18(2H,m), 
7.48flH.d.J=7.8Hz). 7.67QH. d, J=16.2 Hz) 


6-1-3 


2-OMe 


Me 


2.96-3.18(6H,m),3.80(3H,s),3.89(3H,s), 
6.53(lH,d,J=16.2Hz),7.06-7.13(2H,m), 
7.49(lH,d,J=8.lHz), 7.96(1H, d, J=16.2 Hz) 


6-1-4 


3-Br, 5-OMe 


Me 


2.90-3.30(6H,m),3.82(3H,s),3.89(3H,s),_ 
6.45(lH,d,J=15.9Hz),7.26(lH,brs), 
7.48(lH,brs),7.59(lH, d, J=15.9 Hz) 


6-1-5 


2-OMe, 6-OMe 


Me 


2.90-3.20(6H,m),3.79(3H,s),3.88(6H,s), 6.73(2H,s) 
6 88(1H, d," J=16.2 Hz), 8.08(1H, d, J=16.2 Hz) 


6-1-6 


3-OEt 


Me 


1.34(3H,t,J=6.9Hz),1.43(3H,t,J=6.6Hz);2.90-3.30 
(6H,m),4.12(2H,q,J=6.9Hz),4.27(2H,q,J=7.2Hz), 
d diciTT H ,T=15 OHzW 04(lH d J=l 5Hz).7 12(lH,d 
d, J=7.8Hz, 1.8Hz),7.48(lH,d, J=7.8Hz) 
7.64(lH,d,J=15-9 Hz) 


6-1-7 


3-Br 


Me 


2.95-3.23(6H,m),3.81(3H,s),6.45(lH,d,J=15.9Hz), 
7.45(lH,dd,J=8.1Hz,2.lHz),7.60(lH,d,J=16.2Hz), 
7.6(lH,d,J=8.lHz), 7.81(lH,J=2.1Hz) 


6-1-8 


3,5-diBr 


Me 


2.80-3.20(6H,m),3.74(3H,s),6.90(lH,d,J=15.9Hz), 
7.60(lH,d,J=15.9Hz), 8.21(2H,s) 


6-1-9 


3Cl,50Me 


Me 


2.90-3.30(6H,m),3.82(3H,s),3.90(3H,s),6.45(lH,d, 
J=16.2Hz),6.96(lH,d,J=1.5Hz),7.31(lH,d,J=1.5Hz), 
7.60(1H, d, J=16.2Hz) 


6-1-10 


3-OMe, 5-OMe 


Me 


2.85- 3. 35 (6H, m), 3. 82 (3H,s), 3.89(51-1,3;, b.4b(±.tl,a, 
J=15.9Hz)6.76(2H,s),7.66(lH,d,J=15.9Hz) 


6-1-11 


2-C1 


Me 


2.90-3.20(6H,m),3.82(3H,s),6.44(lH,d,J=15.9Hz), 

7.36-7.60(2H,m),7.60(lH,d,J=8.1.tiz), 

8.06(lH,J=1fi2Hz) 


6-1-12 


3-Br, 5-OEt 


Me 


1.42(3H,t,J=7.2Hz),2.85-3.35C6H,m),»3.0lvotl,s;, 
4.10(2H,q,J=7.2Hz),6.43(lH,d,J=15.9Hz),6.97 
ClH,brs),7.46(lH,brs), 7.57 (1H, d, J=15.9 Hz) 


6-1-13 


2-F 


Me 


2 . 95 - 3 . 1 5 (6H, m), 3 . 82 (3H, s), b.o o{ 1 rl, a,d — lb . t>riz) , 

7.26-7.33(2H,m),7.52(lH,d,J=7.8Hz), 

7 79(1H J=16 2 Hz) 


6-1-14 


2-Me 


Me 


2.43(3H,s),3.04(3H,br),3.09(3H,br),3.81(3H,s),6.37( 

lH,d,J=15.9Hz),7.33-7.35(2H,m), 

7.54(lH,d,J=8.7Hz),7.94(lHm,d,J=15.9Hz) 


6-1-15 


H 


Me 


3.06(6H,br),3.81(3H,s),6.45(lH,d,J=15.9Hz),7.51(4 
H,brs),7.68(lH,d,J=15.9Hz) 


6-1-16 


2-Me, 3-OMe 


Me 


3.02(3H,Br),3.12(3H,Br),3.82(3H,s),3.88(3H,s),6.37( 
lH,d,J=15.9Hz),7.07(lH,s),7.32(lH,s),7.92(lH,d,J= 
15.9Hz) 


6-1-17 


3-C1 


Me 


3.05(3H,br) > 3.13(3H,br),3.81(3H,s),6.45(lH,d,J=15. 
9Hz),7.40(lH.d<LJ=1.8Hz.8.1Hz),7.58-7.63(3H,m) 



[0169] 14 W^K— /WW/V) H^^VV^tVV 

Wb38] 



Bn °"^Y> gB^co^e Bn °^V\ H 2 ,io%Pd^ H (X ^-\ 

\— COjMe ^— C0 2 Me 



mix© 
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^/V228mlSriD^.lNpra30^raaM^U7^o SM(C2lfM> tK^Px.^^ 
1 :4)-C»W)»J4U ^fE>fb^£:400mg#fc„ W68%„ 

'H-NMR (CDC1 ) 5 : 3.74(3H,s), 4.82(2H,s), 5.10(2H,s), 6.47(lH,dd,J=0.6,3.3Hz), 

3 

6.94-7.50 (10H,m). 
[0170] 3£2X^ 

(5— ^^^/v^-^W^K— yV-l-^yv)@^^^/^^x/V400mg(7)^h7t:Kci 
7^^5ml-p<^/— /V5ml^^tcllO%^^v ? '>^^120mg^P^17K^#ia^T 

y ^y/^n-^b (^ni^/k : —dr^V (2 : 3) Tigtti) *f®£U ^IE|t:^S:256mg 
#7t 0 «92% 0 

'H-NMR (CDC1 ) 5 : 3.74(3H,s), 4.49(lH,s), 4.82(2H,s), 6.44(lH,d,J=3.0Hz), 

3 

6.79(lH,dd,J=2.7,9.0Hz), 7.04(lH,d,J=2.7Hz), 7.06(lH,d,J=3.0Hz), 
7.10(lH,d,J=9.0Hz). 

[0171] mmmi5 

Wb39] 



;^#/W^-|7l^nyK523mg, hy^/KT^O. 59ml. N, N-vW/VT^/t 0 '; i? 



H( 




Me 2 NCOCI 
EI3N, DMAP 
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'H-NMR (CDC1 ) 8 : 3.37(3H,s), 3.48(3H,s), 3.75(3H,s), 4.84(2H,s), 

3 

6.55(lH,d,J=3.3Hz), 6.95(lH,dd,J=2.4,9.0Hz), 7.12(lH,d,J=3.3Hz), 
7.23(lH,d,J=9.0Hz), 7.29(lH,d,J=2.4Hz). 

&139mg#fc 0 HX^65% 

'H-NMR (CDC1 ) 5 : 3.07(6H,s), 3.73(3H,s), 4.85(2H,s), 6.55(lH,d,J=3.3Hz), 

3 

7.10(lH,d,J=3.3Hz), 7.08-7.35 (2H,m), 7.78(lH,d,J=1.5Hz). 
[0172] #=%0H16 

2 - {A--y^;vij;v^^;v^;V7r^-;v^zc^;v) ^&z7zc.i/-9t-1j Artiste*?- 
Wb40] 




mix© 

4 _y n ^-|,p^yify3. 49 g% ^^-^rn^-S-^/W^V^^/V^^/l-'S. 44g 
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m&ffif&M&-T!&ito&s mstry^v^-zmku m&T&m&m&vito # 

btlftffi&& , S])iJffA'?V'?h& (@fixf;V:^fy(l :6)"T?»ffl)SI1Bffc'£tt 
£2. 78g#fc 0 Wl% 

'H-NMR (CDC1 ) 6 : 3.77(3H,s), 7.37(lH,d,J=5.4Hz), 7.56(lH,d,J=5.4Hz), 

3 

7.67(2H,d,J=9.0Hz), 8.26(2H,d,J=9.0Hz). 

^318mg, 2&j£t»95mK 2-(4-^hn^^^)^^^^-3-^/^^gb« 
^-/V^^/V250mg. ai^y— 8ml-7Kl. 2ml©^^&&15#|Bl#na&3giffiL 

Mft^^: : 2) ^ffi)^fa>ffc^l£:213nig#fCo lR4£96%„ 

'H-NMR (CDC1 ) 6 : 3.75(3H,s), 4.23(2H,brs), 6.73(2H,d,J=8.7Hz), 

3 

7.15(lH,d,J=5.4Hz), 7.33(2H,d,J=8.7Hz), 7.46(lH,d,J=5.4Hz). 

2- (4-fcKn^^3i^/V) ^^a^-3-#/l^:/^^/K3^7VV 

2 -(4-X5y7^^/V)^^^^-3-^/^V^^/V^^/V790mg<D7K90ml 
-»^5. 3ml^«^-4 < Cf^iPU, ffiffi^hy?A237mg<Z>*i§i£2. 5ml 
Sr5^RI-CffiTb/to -4 t C-e40^Pfl«#m. *tWP3(H)3. 77g0>*«S£l5ml, 
>fk«B(I)822mgSriP^.l^m*"T?20^, ^?&-C45£f^lI#U^o S^^tK^PX. 

^(1 : 3)Ti§ffl)^fE^1^£363mg#fc 0 1|X^46% 0 

X H-NMR (CDC1 ) 5 : 3.76(3H,s), 4.49(lH,brs), 6.84(2H,dJ=8.4Hz), 

3 

7.19(lH,d,J=5.7Hz), 7.39(2H,d,J=8.4Hz), 7.48(lH,d,J=5.7Hz). 

2 _ (4-i?^/U^*%/V/^'(sl'tti/7zK~M ^t7*y-3-*/l^VSyfA' 
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-^^/l^^-*/W J ?^/V'^ciyK336mg x h^^/VT^O. 38mU N, N-v 5 ^ 
'H-NMRCCDCD 6 : 3.36(3H,s), 3.48(3H,s), 3.74(3H,s), 7.11(2H > d,J=8.7Hz), 

3 

7.24(lH,d,J=5.4Hz), 7.50(lH,d,J=5.4Hz), 7.51(2H,d,J=8.7Hz). 

/U^*"r/ls660mgbi?7^ /V^— ^/V6ml(D^l'^^^r270 c Ct?lNFP^305>ra* 

^i±l) ^#U^ta^#J^601mg#fc„ Jfc4*91% 

'H-NMR (CDCl ) 5 : 3.06(6H,brs), 3.74(3H,s), 7.25-7.55(6H,m). 

3 

[0173] 0mWl7 
Wb41] 




3-^f>drV-2-^^/^o:^/VT5:^ (R5=Me) 
2-^f;V-3-^hP7^y-/H6. 7g, 10%Pd-C 1. 6g. ^ J— 7V330mlO^l 
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NMR(CDC1 ) : 5 2.04(3H,s), 3.71(3H,s), 6.33-6.36(2H,m),6.94-7.00(lH,m). 

3 

V^-T^/WO"^^:**— As (R5 = Me) 

10. 7g, 30mk 35%i&^ ISmMDW&tfo 

„ art-^hPVt&tV&J* 12. 5g. 7Kl3ml(^m^#i^40 c C-C*Px.fci o 50^28^ 

mm^^>^j»x^mu mmrmm^^u mmtsm* e. i2 g # 

fc 0 Jfcajs 61% 0 

NMR(CDC1) : 6 2.17(3H,s),3.31(lH,s),3.80(3H,s),6.65(lH,d,J=8.4Hz), 

3 

6.87(lH,dd,J=7.5Hz),6.97-7.03(lH,m). 

4- (3-p«h^r^-2-^^/^^/V^^T— Ad -3-tty?*?>Wt ai^ylo^*^ 
;V (R5 = Me) 

2,-^Y^y-Z-^;V^<-y"ty=f-^-— /V6. lg, ;i/-7ti^;^n!JK6. 25g x ^ 
9g. T-feh— MJ/H60ml<D^^^)^?aT23NF^*#bfCo ^Wfo 

fc 0 mhtltcm^^yV^^fMy^ri-^hKH^ ^^/V:n-^^V(1 :2) 
-?1§tiiU ^IB^^ 4. 05g ^#fCo 

NMR (CDC13) 5 : 1.26 (3H, t, J=7.2 Hz), 2.31 (3H, s), 3.60 (2H, s), 3.77 (2H,s ), 
3.81 (3H, s), 4.17 (2H, q, J=7.2Hz), 6.75 (1H, d, J=8.1 Hz), 6.89 (1H, dd, J=8.1 Hz, 
0.6 Hz), 7.087.14 (1H, m). 

(e-^^y-j-^V-O^lb^^^S-^/^) mSt ^;V^-7st;V (R5 = M 
e) 

W^7VVtK/&L 27ml^ 4-(3-^b^rv--2-^^/^^^/^/^T— 



WO 2005/054213 



135 



PCT/JP2004/017706 



Wf;Vjj?MZ.tt^ ^^/V:n-^^V(l:4)-e^mU^lE^#l 1. 5g 

NMR(CDC13) 8 : 1.17 (3H, t, J=7.2 Hz), 2.31 (3H, s), 3.84 (3H, s), 3.86 (2H, d, 
J=0.9 Hz), 4.07 (2H, q, J=7.2 Hz), 7.15 (1H, d, J=8.7 Hz), 7.34 (1H, s), 7.56 (1H, 
d, J=8.7 Hz) 

is-l-f^A^O^S [b] f , t7*>'-W/l') Blflfe ^;v^^=r;v (R5 

Me) 

V— 7— ^VW*>0/' [b] f-HT7 m^vVcnX^W. 6g, 
NMR(CDCl) : 6 1.78(3H,t,J=6.9Hz), 2.28(3H,s), 3.83(2H,s), 4.08(2H,q,J=6.9Hz), 

3 

6.95(lH,d,J=8.4Hz), 7.28(lH,s), 7.40(lH,d,J=8.4Hz), 9.47(lH,br). 
[0174] ###!J18 
Hfc42] 




HIS 
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zc=f-fV^?sr)V (R5 = Me) 

Og, N.N-^^/V^^/W^^/W^nyKl. 65g. M^^vKT^l. 32g N N,N— 
v ? ^/l-T5:yt: o yv : ^264mg. Tirh^hy/V40ml<D^^^£4B#FfJ3^$lUfco 

ttU m^^-/^:n-^^->(l:2)X^mU W^it^m 2. 95g£r#fc 0 
NMR(CDC1 ) : 8 1.26(3H,s), 2.39(3H,s), 3.41(3H,s), 3.49(3H,s), 3.82(2H,s), 

3 

4.17(2H,q), 7.09(lH,d,J=8.7Hz), 7.34(lH,s), 7.61(lH,d,J=8.7Hz). 

(e-^f/^/w^^^r^^-?-^;^^/ [b] =f-%-7^/-z-4)V) @£ 

;j^vV:x;*7VW (R5 = Me) 

{Q-^^;v^^;v/^^;v^r^-i-^=f-;v^<^7 [b] ^^^>--3-^/v) @^ 
^m^/V^i^/V 2. 90g. 7cn^/VdfiX!;/V^^^29ml^265 < t:-e8^r^^#bfc 

^^(1:2)-C^t±ib, mmk&3fo 2. 34g3r#7t 0 

NMR(CDC1 ) : 6 1.25(3H,t,J=7.2Hz), 2.66(3H,s), 3.04-3.14(6H,br), 

3 

3.82(2H,d,J=0.9Hz), 4.16(2H,q,J=7.2Hz), 7.41(lH,d,J=0.9Hz), 7.51(lH,dJ=8.1Hz), 

7.60(lH,d,J=8.1Hz) 

fg3I@ 

{Q-^/v^Y-l-^^^-^/ [b] ^^v-3— <;v) m& A> (R5 = 

Me) 

{§-*J*^jV%;V/^4;V^)VZ7t~)V-1-^;V^/^/ [b] ^^:7a:^-3-^f /l*-) 
MfeWt ^/V^^/V2. 34g, IM-f-hy^^h^K^^W/— /H§?£) 14. 9ml 

©icU WMit&mi. 65g^#7Co 

NMR(CDC1 ) : 5 2.57(3H,s), 3.30(lH,s), 3.69(3H,s), 3.82(2H,s), 7.28(lH,s), 

3 
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7.34(lH,d,J=8.4Hz), 7.46(lH,d,J=8.4Hz). 

[0175] ^mmi9 

Wb43] 




4-^f^f^/^^^/^^^ _ 3-7/^a^vX7;VrtK (R5 = F, R6 = 
R7=R8=R15=H) 

dUK7. 84g, M;^/WT5^6. 50g. N, N--J^/^T\/H 0 V i?>0. 65g, 1, 4- 
NMR(CDC1 ) : 5 3.39(3H,s), 3.47(3H,s), 7.30-7.35(lH,m), 7.67-7.73(2H,m), 

3 

9.96(1H, s). 
m2TM 

^^-/V^-7sr;V (R5 = F, R6=R7=R8=R15 = H) 
4 L -l?^;V%/V/^^;Vtti/-Z-7/V^xi^sXT7V^}zYl. 5g, 2r-y;V^rxi- 

68g, mtV^V-kO. 34mg, 1, 8-S^Tf 1 tTV^o[5. 
4. 0]^^-fe-7-^^l. llg, N, N-^^/V*/V^T5Kl5ml<D^^^&^&^ 

m 1. 84g£#7to 

NMR(CDC1 ) : 8 1.28(3H,t,J=7.2Hz), 3.37(3H,s), 3.46(3H,s),4.27(2H, d,J=7.2Hz), 

3 
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6.85(lH,d,J=7.2Hz), 6.85(lH,d,J=21.6Hz), 7.07-7. 13(lH,m), 7.21-7.24(lH,m), 
7.42(lH,dd,J=2.1Hz,11.4Hz). 

(Z) -3-(3-7/V^"i3-4-tKt3^r^3i— >V) -2-7/Vtn7^!J/Vgl a^/woi^ 
/KR5=F, R6=R7=R8=R15 = H) 

«IB{fc-&tt 1. 18g£#fc c 
[0176] ###|20 




4_^^;^^;W^^;V^^yXT/WftK (R5 =R6 = R7 = R8 =R1 5 = 
H) 

4-tKn^riy^<^XT/VxtK25g. N, N-^^V^^/W^^/^nyKSOg, 
hV^^TV^24. 9g. N, N-eW/^T^/t^v^. 5g, 1, 4-v ; ;<haMJ->'300 
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NMR(CDC1 ) : 6 3.37(3H,s), 3.47(3H,s), 7.24(2H,d,J=8.7Hz), 7.93(2H,d,J=8.7Hz), 

3 

10.00(lH,s). 

A-^^^A^/^^)V^)V^y^fV^y^7?V s fyiY (R5 =R6 =R7 =R8 =R1 5 
=H) 

U n-^l^, ^:V^-e^3l^7V:n-^^i^^(l : l)-<:1gffiU ^fS>fb^32. 
9g£#fc 0 

NMR(CDCl): 8 3.07(6H,br), 7.67(2H,d,J=8.1Hz), 

3 

7.87(2H,d,J=8.1Hz),10.03(lH,s). 

(E) -3-(4-^f/V*/W^^;V77^7x-/V) -2-7;^n7^!J^t ^ 
^V^m^/V- (R5 = R6 = R7 = R8 =R 1 5 = H) 

A--J^/Vi3;V/<^4^^;vyr^ /W<^XT/V^*tK209mg^ 2-7/^^-2-^ 
^/^by^/V254mg, mtV^V^lmg,^ 1, v^n[5. 4. 0]<7 

>"7Hr-7-^^167mg, N, N-^^*/W*T?R2ml<D^^£^iftTl. 5B# 

297mg£#fc 0 

NMR(CDC1 ) : 6 1.25(3H,t,J=7.2Hz), 3.04(6H,br), 4.25(2H,q,J=7.2Hz), 

3 

6.89(lH,d,J=21.6Hz), 7.47(4H,s). 
f4Ig 

(Z)-2-7/V^-a-3-(4-^V-^^ P b^ai— /V) T^U/V^ ^/V^^/KR5=R6 
=R7=R8=R15=H) 

(E) -3- (4-^h^r v'jfc/W^^iVVvVl^T— AS7x.~ M -2-7 /V&xiT W jVgt 
xf^f/V 297mg. lM^by^^h^v-K^^y— 2. lmltf>21 
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12mg£r#fc 0 

NMR(CDC1 ) : 5 3.89(3H,s), 3.76(lH,s), 6.86(lH,d,J=34.8Hz), 

3 

7.27(2H,d,J=8.4Hz), 7.50(2H,d,J=8.4Hz). 
[0177] ###121 
Mb45] 




4-i?^;V^tt;Vs^4;Vtt*S-3-*Y^^XT/V^)z}? (R5 = OMe, R6 

=R7=R8=R15 = H) 

/<-}) >50. Og. N, N-i^^/l^^#/W^^/l^tiyK48. 7g v MJ^^/VT^^ 
39. 9mg, N, N-^^/VT^/^y ^4. Og, 1, 4-i^^V250ml<D2g i ^£: 

NMR(CDC1 ) : 5 3.38(3H,s), 3.47(3H,s), 3.90(3H,s), 7.21-7.26(lH,m), 

3 

7.48-7.52(2H,m), 9.95(lH,s). 

4-*J^sV%;V/<^;V^;V7T~^-Z-*V^y^^7;V ; r\iy (R5=OMe. R6 

=R7=R8=R15 = H) 
4r^&A^ttA'*^A<tt^-S-*b^^^AS?}i\r 61. 6g. If -7^ 

NMR(CDC1) : 8 3.09(6H,br), 3.95(3H,s), 7.44(lH,s), 7.47(lH,d,J=1.8Hz), 

3 
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7.69(lH,d,J=7.8Hz), 9.99(lH,s). 
fg3X@ 

(Z) n-3- (4-^^/^/W^^/^/V7r=/^-3-^h^^3i^/H 

y/V^ ^;v^-^rrfV (R5 = OMe , R6=R7=R8=R15=H) 

rM4t?uJ*5. OOg, ^h7tKo^7V70ml(D^^)l^ 4-vW/V;fr/W*^f 
/VJ^/V^t— /^-3-^h^rv-^<^XT/W^tK2. 16g, MJ^ucBtSb^vH. 61g, X 

NMR(CDCl) : 6 3.08(6H,br), 3.91(6H,s), 7.37-7.41(lH,m), 7.49(lH,d,J=1.5Hz), 

3 

7.53(lH,d,J=8.1Hz),7.90(lH,s). 

(Z)-2-^nn-3-(4-^/V^^ D h-3-^h=3ev'^^=/V) T^U/V^ ^f;Vx^r/KR 
5=OMe, R6=R7=R8=R15=H) 

(Z)-2-^no-3-(4-^f;V*/W^^;l/77^-3-^h^rv / 7i^)7 
^JJ/HI p<^/^^yW2. 21g, 1M^WJ^A^^">K13. 4ml<^^£r6B#F^ 

NMR(CDCl) : 5 3.90(3H,s), 7.29(lH,s), 7.30(lH,d,J=1.5Hz), 7.45(lH,dJ=1.5Hz), 

3 

7.85(lH,s). 
[0178] ###122 
Mb46] 
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,Me 



R f 



Me 



Me 





4-V>^;Vtt%;V/<^;Vtti/-Z-*Y^sT J ZY'7*-;^ / (R5=OMe % R6= 
R7=R8=H) 

T^W<^>-15. llg.N, N-v ? ^/V^^W<^/V^o>;Kl2. 8g, N, N- 
^^/VT^/fy^Vl. lg. MJ^/VT5^13ml, 1, 4-i?tty-^100nd<Dm& 

NMRCCDCl ) : 8 2.61(3H,s), 3.37(3H,s), 3.47(3H,s), 3.89(3H,s), 

3 

7.13(lH,d,J=8.1Hz),7.57-7.61(2H,m). 

7VV(R5=OMe. R6=R7=R8=H) 

^^/V*^yg^^^/H7. 4g. ^h^tKa^VlOOrnKD^-a-^ti. -78^ 
T, yWAt-^Hfv-Kll. 3gSr*Px.fCo ^?a-C40^^^#^, 

Zfu\?;v^— ^/VTfifei^U *|Bffc#4&16. 6g£r#fc 0 
fg3XS 

3- (4-^^/W^^^/W^^/^^rv'-3-^h^v'7ai— /V-) gg^b^/V aWvl' 
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(R5=OMe, R6=R7=R8 = H) 

16. 6g, /HOOmfcDiS-g^^ -7^>)A5. 23g^PX.fCo ^ffi. 

itxf;V:n-^fy(l:l)^|iiL, «HfEte^ll. 6g£#fc 0 
NMR(CDC1 ) : 6 1.32(3H,d,J=6.9Hz), 2.49(2H,m), 3.22-3.34(lH,m), 3.34(3H,s), 

3 

3.45(3H,s), 3.64(3H,s), 3.82(3H,s), 6.81(2H,m), 6.96(lH,d,J=8.7Hz). 

3-(4-tKn^i/-3-^hdri/^^/V)g§^ ^f;kx^T/V(R5=OMe, R6=R7 
=R8 = H) 

lg, lM^hy>A^h^K^IR(^y-/^^)23ml(D^^J^2. 5NfP^5S 
NMR(CDC1) : 8 1.27(3H,d,J=6.9Hz), 2.47-2.63(2H,m), 3.18-3.27(lH,m), 

3 

3.63(3H,s), 3.88(3H,s), 6.69-6.73(2H,m), 6.84(lH,d,J=8.7Hz). 
[0179] #%#|23 
Mb47] 




HIS 
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^^f/^/W^^^/^T^ /V-3-^hdrv'T-feh7^y^ (R5 = OMe, R6 = 
R7=R8=H) 

NMR(CDC1 ) : 8 2.61(3H,s), 3.08(6H,br), 3.94(3H,s), 7.51-7.61(3H,m). 

3 

^f^(R5=OMe, R6=R7=R8 = H) 

^f;V*X*/^f/H6. 3g, ^h^fcKc^^OOmltf)*!^^^ ^7U!7A 
t-r/h^rv-KlO. Gz%-7&C-e-))U7Lfr 0 mmX~30ftmMW&, 
/^^/^^r^-3-^h^T-feh7my^l8. 9g x ^P^l. ££>^mT2R#P^»# 

Jg3X@ 

;k(R5=OMe, R6=R7=R8=H) 

3^*-tvV22. 3g, /V200mlO^l^#J^^'^^>'!>A4. 56g^Px.^a-C2 

B#Ff»W#Wc 0 ££J&$t£?K200mU 2^^250ml(D^^;i&l \fc^L 

NMR(CDCl): 6 1.30(3H,d,J=6.9Hz), 2.50-2. 68(2H,m), 3.06(6H,br), 

3 

3.24-3.33(lH,m), 3.65(3H,s), 3.87(3H,s), 6.81-6.85(2H,m), 7.38(lH,d,J=7.8Hz). 
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3-(4-^^h-3-^b^>^^/V)mWt ^f;^T/KR5=OMe, R6=R7 
=R8=H) 

3- (4-i/^/V^#/W^^/V^v'-3-^h^ *y7^~;V) gg^ ^jV^^ 
;V 5. Og. lM^by^^h^iyK34ml(D^^?r2B#^il^U7Co SJ£$t£r2£l.^ 
^lOOml, *100ml<D^l^^^V^£#, =r-— f/K'ftlDLfco ^MSr*. IS 

4£l3. 65g&#fc 0 

NMR(CDCl) : 6 1.28(3H,s), 2.28-2.64(2H,m), 3.20-3.27(lH,m), 3.63(3H,s), 

3 

3.89(3H,s), 6.71-6.74(2H,m), 7.18(lH,d,J=8.4Hz). 
[0180] mm^L-X^ 3-{2.-7)V*xi-4-*>VjJZrV7zc.=-?V)mk ^^/V^7 1 /V(R6 = 

F, R5=R7=R8=H) X 3-(2-^/W-4-^/V#7>7^— /Hg&^ p^/K^T" 

/WR6=Me. R5=R7=R8 = H)£#fc. 

3- (2-7/^0-4-^/^^^01^7^) gg^ ^/V^^/V 

NMR(CDC13): 8 1.28(3H,d,J=7.2Hz), 2.52-2.69(2H,m), 3.47(lH,s), 

3.43-3.55(lH,m), 3.63(3H,s), 6.94-7. 10(3H,m). 

3- (2-^^-/v-4-^/^7°b7^— ;V) ^;vaL^r;v 

NMR(CDC13): 6 1.22(3H,d,J=6.9Hz), 2.32(3H,s), 2.46-2.61(2H,m), 3.35(lH,s), 

3.41-3.53(lH,s), 3.62(3H,s), 7.02-7. ll(3H,m) 
[0181] ###|24 

Mb48] 



[6— ^l/^JVtt f-l-tf-Ar- lH-^K-;W3-> 17V] ^;V=c^-r/V (R5 
=R7=R8=H) 

[e-^^vW^v'-lH— r^K-/W3— |7V]g^4. OOg.N, N-vW/W*/V 
AT5:K60ml<^^^^, ^K^bi"by 7^(60%) 1. 71gSr0 c C-e*nx./c o nams 
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-£^1. 65g$r#fc 0 

NMR(CDCl) : 5 3.68(3H,s), 3.69(3H,s), 3.73(2H,s), 5.13(2H,s), 6.83-6.92(3H,m), 

3 

7.32-7.49(6H,m). 

[6-tKo^->-l-^^/V-lH-^r^K-/^-3— J7V-] **f->V3^r>V (R5 =R7 
=R8 = H) 

5g, 10%Pd-C 330mg. xh^tKo> r 7>'41ml^r7k^#fflMTl^F^*#b/c 0 
NMR(CDC1 ) : 6 3.61(3H,s), 3.70(3H,s), 3.72(2H,s), 6.66-6.71(2H,m), 6.88(lH,s), 

3 

7.19(lH,d,J=8.4Hz). 
[0182] #%^!125 
Wk49] 



=f-;V^^r;V (R5=R7=R8=H) 



HO' 



R' 
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, mm^/^:n-^ ^rf">-(l:2)-e^mU ^15^^) 724mg^#fc 0 

NM R(CDC1 ) : 6 3.38(3H,s), 3.48(3H,s), 3.69(3H,s), 3.72(3H,s), 3.74(2H,s), 

3 

6.83(lH,dd,J=1.5,8.4Hz), 7.00(lH,d,J=1.5Hz), 7.04(lH,s), 7.56(lH,s,J=8.4Hz). 
^/Kx^-tW- (R5 =R7 =R8 =H) 

;^A^;*7VW24mg, tf^^/^— 7VV3. 6ml<Z)^^^£270 < £-C7B#F^# 

v (i : 3) -emm\Jm^k-&yo493mg£ntc 0 

NMR(CDC1 ) : 5 3.07(6H,br), 3.68(3H,s), 3.74(3H,s), 3.75(2H,s), 7.08(lH,s) , 

3 

7.21(lH,dd,J=l,5Hz,8.1Hz), 7.47-7.48(lH,m), 7.58(lH,d,J=8.4Hz). 
^3Xm 

=R8=H) 

}=f->V^?sr;V 493mg, lM^hU^H^KS. 4ml, sV5m\.<Dffi&Sfo%4 

iE^^383mg2:#/£o 

[0183] #%#|26 
WL50] 
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l-^^^/k-l-i/^ci^a/^^/^V^ ^f/kx^T/W (R5=R6=R7=R8=H 
) 

1-7 ^/V-l—yfu^vs^jJ ^1/^8 . 55g, *#S— /V160mU i«^4ml 

©js^*2^raai«fEb^o &f&m&}ft£Tiemut&. 7kioomi&im%.mm^ 

NMR(CDC1) : 5 1.16-1.20(2H,m), 1.58-1.61(2H,m), 3.60(3H,s), 7.22-7.35(5H,m). 

3 

1- (4-^pn^*=;l/7xr:/l/) -l-S/^n^n^^A^Vgg ^f/Vx^ (R 
5=R6 =R7=R8 = H) 

mHC7K^T*Px.fc 0 ^mT'3NF^^#m, SJS^7K7Kf^V^c 0 $fMVtc%£&& 
NMR(CDCl) : 5 1.16-1.21(2H,m), 1.45-1.50(2H,m), 3.54(3H,s), 7.25-7.28(2H,m), 

3 

7.50-7.53(2H,m). 

1- {A-*>vl3zfY-7^=- ;v) -\--y^n-fn^ij;v^m. ^;V^-^r;v (R5 =R6 
=R7=R8 = H) 

OOmg, *XCf£^)683mg, 4£l5gi&®Kl, 4-^*^>^S) 1 . 43mU 

-m. 5m\<Dm&m&i. smmmmuto *wb&z>i&ut&s mm^^ua^ 
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NMR(CDCl): 8 1.11-1. 19(2H,m), 1.56-1.60(2H,m), 3.61(3H,s), 

3 

4.10(2H,q,J=6.9Hz), 7.20(4H,s). 

mmm 1 

[0184] (a -180 
Mfc51] 




v/]-7^/dr>'}-i^^^/V^^7KR 1 =TFMP, R 2 =R 3 =R 4 = H, R=2-Me 
, R 17 = Me N a -1-1) 

[5- (4-MJ y;V^^;V7^;V) ->fy ;V-3-4/^] J — /> (2-1-1 

) 243mg, hy7^^/V^^V266mg. 4-(^an^*^;W-7xy^f^)-ft^ 
^•/Vm^/H76mg^h^tKn^^^8mnC7Ki^Tl, ^-(T/v 5 */^^) v 5 

;ft,fc^S£vy#y/^a^M-#U @^^^-/v : ^^(l:2)-e^tHb. mt&k 
&%>&m&WMikVX270mg (1R$64%) #fc 0 JW64 

[0185] (a-2fe) 
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;^7r^]-7x/drV}-^^xf;l,x7f^ (R 1 =TFMP, R 2 =R 3 =R 4 = H 
% R=2-Me.R 9 =R 10 =H.R 17 = Et, a-2-l) 

3-^uu^/l^-(4r-hV7^u^/V7^M-^y^^^ (3-1-2-1) 
277mg, {A-^JViJZf\—2-^V--7^/^) -mm^^^T^255mE^T^ 
h^hy/VSmU-^b, ^irv/«7A740mg£;bnx.. 80T;T-2l$F^Pi^#Ut, 

^y^!7i^f£*^L ^i£T^^^@*ufc 0 #btt7^as^y7jy/^n^ 

63-64T: liX^75% 

[0186] (a-3fe) 
Wk53] 




Hal = Br, I 



[2-^^/V-4-[4- (4-WJ7A^-t2^/WO'5^V') -5- (4-MJ ^/Vc^ny^/l^ 
-/V) ^fyarU-y— /W3-Wf;WV7r- A'] 7xA^] g^m^vl^^TVV 
(Hal=Br N R^TFMP, R^-hy^A^a^vW^vVK a -3-8) 
l^lllmg$r^9fcKi3:77^2mlP3RiBU 1, 2-v > ya^e^>'16mg^PX.T 

^^-0-v?/^t35:K297mg^PX.. 30#Rg3B«EUfco MKUftSlfK [4-[4-^ 

]-2-^/V7^y=3r^]g^^^^/V^^/V( a -2-22) 300mg % g^^i^^e 
mg, hy^n^^v'/V^^V16mg^PX.45^-F^jl^l-fco KJ£?ftl£*SrAn)^ 
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[0187] (a-42fe) 
Mfc54] 




=TFMP, R 2 =CH NHnBu, R 17 =tBtu a -4-1) 

2 

^^(a-2-16)238m g> n-^/VT^y^Smg^y^y— /V6mU;i^^U ^ 

% 

[0188] IsUH^ { 2-y^vl— 4-[4^e7l^^y y-4-Wf;W5- (4-hy ^/v^-ny^/^ 
;n=/V)-^y^r^y— /V-3— f/ky^/V^/V^T— /V]-^^ydriX}-@^^3i^/V^i^ 
7VKa-4-2)£#fc 0 

[0189] (a-5&c) 
Mb55] 
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lOH 



/M^^]-2-^f/1^7iAi/}-Si ( a -5-1) 

^/Mh^v / ]-2-p<^/V'-^^/drv'}-@^^^i^/^^^ ( a -2-1 1) 210mgtf>r 
^tKn^^V3ml^^7K^^h!J^^19mg^Px.^a-e30^ra»#b7toS 

P-^M-ttU Hixf ;i,:^ty (2 : 1) t^WL, ^fE^^MfeM^i!b-Cl 
[0190] (a-6fe) 



Me 




Me 



>Bn 



NaH, Kl 




tBn 



AcOH-c.HCI 




JOOH 



HIS T/V*Mt 
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(3- (4— ^>i;;I^^-3-^f/W7i= ;V) -2-14-^^-5- (4-b])7 A<tv 
TsTtVi a -6-1-1) 

^h7tKn^^V^6ml^l55>ra-e^Tb/c 0 mmcmV3-^nti^/U-3-^ 
/W5-(4-hy7/W^-|3^/V73i^/V')->f y^F-^—^ (3-1-2-2) 276mg, B^t 

jjvt7j*i87mg&M7t. i7m^nmmmvtc 0 $tM&. mm^^x^m 0 m*m 

f^:^y(l:2)t?»|llU ^ia-fb^^fe^^^L.-C530mg#fCo 
96% 

^2xa u^ai 

i-(4-tKd=¥^-3-y^/v—y m^/v) -3-[4-y^/v-5- ^-MJy/v^oy^w 

-7^.=.;V) -4y^^7—^-3-4/^l-^^-l-^ ( « -6-2-1) 
_h|B-T?#btbfc^^/V ( a -6-1-1) 530mg^@^4mL ^^^1 . 2ml$r*PX.6 

^£&^f B £bT210mg#fc o i&^58% 0 ^^Wt^/^-^^^m^ 
'HNMRCCDCl ):2.26(3H,s),2.27(3H,s),3.07(2H,t,J=7.8Hz),3.48(2H,t,J=7.8Hz),6.81( 

3 

lH,d,J=8.4Hz),7.74-7.85(6H J m). 

(2-^J-;V-4-{ 3-[4-y^/V-5- {A—Y^A^txt^f-A^s^M -*(y*P9S*-A' 
-Z-4A-]-Zfv\i°*^V}-7^;^)-ffi^^/Vtt*rjl' ( a -6-3-1) 

JLfE-C^frfc^y— Mt&W ( a -6-2-1) 130mgi:^y^/V*/VAT5:K3ml 
<D^^^y'a^^y^/^^/V55mg. ^^y^A50m g> 3?>ft;;WA9mg 
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(2-^f;W4-{3-[4-^f/V-5- {A-Y x )-7/V^rx2^7V7^;V) -^V^r^/—?V 
-3-^]-^ot^/V}-7x;^i/)-^i ( a -6-4-1) 

Mm^^-c^fpufco mfcTMm&Mffiu $%mm&7kx%r%iu ^rmm^ti 

^Jfe^ll 7 
[0191] (a-7j£) 
Mfc57] 



Me 




Iixg 



WO 2005/054213 1 55 PCT/JP2004/017706 

[2-^/V~4- [4-^/^-5- (4-hU -7fVHcxi^}Vy^;V) -Yy SrlfV— /1^-3-xf 
fV**f-?V7.;V'7T=-J>\''Y7*-~ /V]Tir^MJ/U-(R=CF ,X 1 = S^X 2 =CH , a-7- 

3 2 

1-1) 

3-^uu^/U-4-^^-5-(4-h])y/^^^^y^=- M ^y^-y-y—^ (3- 
1-2-3) 225mg. {A-^;V^Y-2-^;vy ^;V)T^zY=- MJ/H40mg > 
^A585mg. T-feh^hy/V5ml(7)^^?r^-t?20^F^»^U7to £Oc»-7K£r 

/K95:5)-e^ttSU ^fE^^^^^i:br300mg#^ o lfc^92% 
'H-NMRCCDCl ): 2.29(3H, s), 2.31(3H, s), 3.63(2H, s), 4.14(2H, s), 7.26-7.28(3H, 

3 

m), 7.74(2H, d, J=8.4 Hz), 7.82(2H, d, J=8.4 Hz) 
[0192] m^(D^mX\ l2-^/^-4-L4-^U-5-(4-bVy/^^^/^^M^y 
;V-2>-yi?vy-Y^y\ y^M T±Y=-hU/^ ( a -7-1-2. X 1 = O) £r#fco 
M*88°/cn Rf-O. 25(p«/^±iyy^yVV7 P W— k mm^^:^^=l--SX 

[0193] M2XM 

N-tKnde '>-2-[2-^f;^-[4-^f;W5- (4-M)^/V^-n^^/^ai^/k) -fy 
^y—;V-2,-y(;V^;V^vyr^V\ 7i^;V] TirhT^V ( a -7-2-1) 
[2-^;v-4-l4-y>^;v-5-(4-yyy;v*xiy-^/V7aL^;v)^y^y-- /u-3- 

Wf;V^77^ A-]:7rn~ /KlT-feb—HJ/W a-7-l-l)300mg, tKn^vVV 
T^i&®^259mg. 28%^hU!^Ml>= 3 f-^K 0. 76mU /HOml^-B^ 

[0194] m$i<DjfmX\ N-fcKn^riX-2-[2-y^7^-4-[4-^^/l— 5-(4-MJ7/V^-ap< 
J-;V7zl=-;V) ^y^y—/V—3-4^h^yly^=-M T±YT^i?y ( a -7-2-2 
, X^Oj^ifc. HX^57% 

[0195] fg3X@ 
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-7-3-1) 

y^riJ-y' — /W3-^;M^/l'^77-A'] ~7^.~)V\ Ti^bT^vV ( a —7—2—1) 29 
9mg. 1, I'-fJArt—A^M^S— /V123mg, 1, 8-v?T1ftfv^n[5, 4, O]^ 

^^tk^px.. iM)^-e^foL/c 0 i^^^-e^m, 7k&>£x$$mnkm.fc 
xm&, m.m^^y^x^m^ mf±rmm^^tc Q m&£*ywf^w 

-x'M-ttU : mm^/ls (95 : 5) -CigfflUcio #^;ftfc&#j£TirhX£9S 

l§^b«IS^b^^4tEfe^^^U-C133mg#rto Jfc^42% 

[0196] (a-7fe) 

3-{ 2-^/V-4-[4-^^VW5- {.A-V)-7fl/Hrxi**f-?V7^jV) -^V^^/sV- 
3-^,1^:3^]— <y^}-4H-[l, 2, 4]t^-t^7v?y-5-ty ( a-7-4-1) 

N-fcK^ :3 r> / -2-C2-^^/V'-4-[4-^^/V-5-(4-by7/V^-n^^/V^^^/V')-l' 
y^t/-;k-3-W^/-^]7x^/V]7-feb7v^y(a-7-2-2) lOOmg. ^ 
/V^o^eTir^— b55mg, ^^irv"7A155mg. v'^/^/^T^KSmKD^i^-^I 

UtSK ^^£v-y#y/l^a-vMcttU ^na^ki=s:T-feh— hy/K95:5)-C^m 
U^fB>fb^^I^ltfe^^^U-C40mg#rc o 1R^37% 

[0197] (a -880 
Wk58] 
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3-{ 2-t^vv-4-[4-^a—5- (4-bV y^n^jvy ^/v) jy*y~/—;v- 

2>-4>V*y^sY7zx.~MTW}\<WL ^^/V«^/V(R=TFMP, R 2 =Me, R 3 =R 4 =H, R 
= 2-Me, R 17 = Me. a -8-10) 

-1-2-3) 223mg^iU ; 3-(4-tKn^v--2-7<^^^^/V)T^!;/V'^ 
^/^OOmgOT-fe^by/VSmlMt^^-fev^^ASiemg^P^, ^m?24Bf 

10 

[0198] (a-9jfe) 
Mb59] 




3-{3-^h^iX-4-[4-^^/V-5-(4-h!;^/V^-np<^-/^^^yV)-i'ydr-y-y— /V 
-s—Y/M^/v^^r— ;w]7i=;w}7^U;H^f;^f^ (r=tfmp, r 2 

=Me, R 3 =R 4 =H, R = 3-OMe, R 17 = Me. a -9-8) 

«7VV (6-1-2) 224mg. lmol/X^hy!7-Mh :3 rv'K^/-- /Mt$a. 3mL<£> 
o a—AO 4V^r^/— A* (3-1-2-3) 209mg. ^^ir^l7 A296mg^PX. 

, mux^mmmwistc Rf^m^^Mxjt^ mm^/^xt&m, yk^xnm 

y/l^n^M-ttU ^an*M-C#tiJL, ^fE^-^^?:M#.^^Hi:UT227mg# 
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tea um65% 

mmm n 

[0199] (a-10}fe) 
Wfc60] 




fug 7M;Hb 

^^^k)-fydri^>/— /KR=TFMP, R 2 =Me, R 3 =R 4 =H, R = 2-F, X = O, a -10-1- 
1) 

2-3)1. 5g N 4--7n^-2-y/V3rxi-7^J~-/Vl. 25g. ^Sfc-fev^i^. 13g. T-fe^ 
-^y/^20ml<zm^£75S^lllW*#U k Co KJS*Kl*SrllP^., ftfift^A' 

&rmm&® : £ut 0 a^^ty«t, tsu&fb^srffestu-ci. 82 g 

#fc 0 I|X^78% 
[0200] ( a -10-1-2) - ( a -10-1-5) Sr^b^o 

[0201] [^72] 



No. 


R 


X 


NMR 


ff-10-1-1 


2-F 


o 


2.35(3H,s),5.25(2H,s),7.00-7.30(3H,m), 7.76(2H,d,J=8.lHz), 
7.84(2H,d,J=8.1Hz) 


a -10-1-2 


H 


o 


2.28(3H,s),4.12(2H,s),7.25-7.45(4H,m), 
7.74(2H J d,J=8.4Hz),7.82(2H,d,J=8.4Hz) 


ar-10-1-3 


3,5-diF 


o 


2.40(3H,s),5.25(2H,s),7.06-7.16(2H,m), 
7.76(2H,d ) J=8.4Hz),7.86(2H,d,J=8.4Hz) 


a -10-1-4 


3-CF 3 


s 


2.29(3H,s),4.17(2H,s),7.51(2H,d,J=8.4Hz), 

7.62(lH,dd,J=8.4Hz,2.lHz),7.74(2H,d,J=8.4Hz), 

7.77(lH > d,J=2.1Hz),7.81(2H,d,J=8.4Hz) 


or -10- 1-5 


2-CF 3 


s 


2.29(3H,s),4.16(2H,s),7.43(lH,dd,J=8.4Hz,2.4Hz), 

7.62(lH,d,J=8.4Hz),7.65(lH,d,J=2.4Hz), 

7.74(2H,d,J=8.7Hz),7.81C2H.<iJ=8-7Hz) 



m2Jin HeckSJfc 
3-{3-^/^a-4-[4-p<^7V-5-(4-hlJ> r /V^-t3^^/W7ai^/V)^ydr'9-y— 
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;V-3-Wh^^]7x^V}7^!);Hyf;W7/V (R=TFMP, R 2 =Me, R 3 =R 4 
=H, R = 3-F, X = O, R 17 = Me, a -10-2-1) 

3 _ (4-^ t 3^E--2-^/V^-n^ 3 i/^r>'^^/V) -4-^/1—5- (4-MJ 7A>tfm2 t f'A' 
7x=/V)^y a-10-l-l)0. 35g. T^yAflb^vH. 06g, 

^^^(II)37mg, hU^/VT^O. 16g, MJ73i^/V^7>f^86mg, SWAtfVl' 

«JEET^Srfi*Ufeo ^ffi^vy^^V^^A^u-vh^^^— (n- 

% 

mmm 12 

[0202] (a -life) 
Wb61] 




4lyY—;V-l-^7V}^m^^-^^-^"r^ (R=TFMP, R 2 =Me, R 3 =R 4 = R 5 = R 7 = R = R 2 ° 

= R 21 = H, X=0, a-11-1) 

/V-l-^/^)i^^^^^^^^200mgC>T-feb=-hJJ/V5ml 

;>224m&&£XfiJfc&tei/&J*3l8mg&1m%.* ^&T*15B#r^ 60 < C-ei^FK30^ 
v~?V& (Sm^/^ : ^MM' (1:4) Tit ft) ^fa^^^243mg#fCo 4X^67 

»fe#J 13 
[0203] U-12&0 
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Wk62] 




o r 4 



LG 



A?* 




fV^V7 T ^;V\ 7^Mtt7a£/-Z-jjA^^W&^/Vtt ; TA' (R 1= TFMP, R 2 
=Me, R 3 =R 4 = R 5 = R = R ? = R 8 = H, a-12-1) 

mm) 1. 5mlSr*n^3^KA0fKUlJKL^o ^n&#iM&2&M&SSLkfc*%:1m%. 

>fb^#J=Sr349mg#fco J|X^72% 0 
14 

[0204] (a-13j£) 
Mb63] 



[6-[4- (iHfW?;^) -5- (,A-b x )y^xi^jvy^;v) ^y^y—;v- 

— TFMP, R2=CH=NOEt, R3=R4=R7=R8=R9=R10=R20=H, R5 = 
Me, R17=Et) 



HO. 
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V^c^/— IWT-A'X&TA' 314mg. ^gj^fe^A573mg, T-th—hV/^ 
;W:n-^ty(l:3)"C«fflU «SBte£-0& 397mg£#fc 0 JR4*91%. 

mfew 15 

[0205] (a-14&c) 



»3 o4 




R R 

R V 




R 

R 



^1/^77*^] -7->f/l^>y [b] ^^T7a g^Ife ^Acr*^ 

/V(R1=TFMP, R2=CH20Et, R3=R4=R7=R8=R9=R10=R20=H, R 
5=Me, R17 = Me) 

fr-^*7 , H-^Ml /, /[b]Wxy-M>l') Bfclfc p^Aoi;*7vl/242m 
g. 3-^nn^^7V-4-^-h^r>'^^/V-5- j^/V) -Ty^rf-y 

—/V 256mg, £HfcfeV»7A573mg, T±h~hV ^8tnl<Dmi^^^UTl8mm 

fhtdm^^ x )^ / f^ : 9MZ.H^ gm^fr : n-^ifV (1:3) Ti^mU «IB 
^^352mg£#fc 0 

mmm 16 

[0206] (a-15jfe) 
Wb65] 
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(Z) -3-[4-[4-x^v'yf;W5- (4-bW7/**v*h*i/'7=-—A') -iV^^S—fr 
-3-^/V^Y3ri/~\-3-7/V-%-xi7zz.~;V']-2-Z7;VjrviT'?y?V^ ^-fVzs^rtV (Rl 
=TFMP, R2=CH20Et, R3=R4=R6=R7=R8=R15=H. R5=R10 = F, 
R17 = Me) 

(Z)-2-7/V^-o-3-(3-^/V^-n-4-tKndrv'^m^/V') TfVtvW. Ff-A'xaT 
>V 300mg. Z-^xixi^fV-A-^Y^^^-^-{A-Y x )y^xi^;V-y^=.;V) 
4y*cD-y — /W450mg, #^-fev^910mg, T±h=^hV^ 20mltf>?i : 'a^£:60X; 

fc 0 #^)Hfca^^>y^y/^7A^#b, ^ixf^:n-^fy(l:5)^ttlL 
. ^ffrfb^240mg£#fc: o 
H»J 17 
[0207] (a -16) 
Mb66] 




(Z) -3-[4-[4-^bdr^^/V-5- (4H*U :7/W* P^A^a^/P) ^y^rlf /V 

=TFMP, R2 = CH20Et, R3=R4=R5=R6=R7=R8=R15=H. R10 = F > 
R17=Me) 

3-^no^^/V-4-^b^i/^^-5-(4-by^/V^-n^/V^^^/P)^y^^>*' 
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320mg, {Z)-2-7tV*n-3-(4-*/V%7Y7^~MTWA%& ^;Va^^ 
irsV 212mg, £SgHrV*A391mg, T^Y—WA^Tol&m&to&^LmrfVftWSb 

y(l:6)«U fflSAt&to 216mg£#7c 0 Jfc*S44%„ 

mmm is 

[0208] (a -17) 




/^h^>]-3-^hdr^^/^]g&^ ^;Vx^f/P(Rl=TFMP, R2 = CH20E 
t, R3=R4=R6=R7=R8 = H, R5=OMe, R15 = Me, R17 = Me) 

3-(4-fcKo^-3-^b^^3i~/l')KBfc ^f;Vx^r;V 420mg, 3-^tmy. 
^/V-4-3ihdriX (4-hU ;7/l^-t2y ^vvym~/V) ^y 3r /1^450mg 

, 5g N T-feh^hy/P7ml<D^1^^3^60 < C-e3^FrB^#bfCo SJ&?£ 

1 : 5) tSfUlU ^fe*b^739mg£r#fc 0 
Mfe#i! 19 
[0209] (a -18) 
Mb68] 
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>V^)V77~>V]-2>-*Y*c*s~7^~>V\^mL ^f;Px^r;KRl=TFMP, R2=CH 
20Et, R3=R4=R6=R7=R8=H, R5-OMe, R15 = Me, R17 = Me) 

3-(4-^/^^ P h-3-^h=¥i/^a:^/W)g§^ ^;V=^^r;V 300mg. 
^/V-4-mh=ar^^/V-5- {4-VV7J\'lm^?-;V7*.~;V) yfy^-^J /V382mg 
x £^-fev^930mg. T-feh^hy/V6ml(D^l^^^a-e2Npra*^b^io 
$c£0. 5£L/&!£^60ml. 7K50mliciav^£#, g^^tM^-ettWUcio ^JBSttK 

-^^)550m g ^#fCo 

Hife^l 20 

[0210] (a -19) 
0fb69] 




[6-[4-^h^V7«^/l^5-(4-hy7/^o^/W73i^/V)^ry^y'-— 
^^/V^-^r^D-l-^^/V-lH-^^K— f/V] £t& ^/Vo^XtVV (Rl =TF 
MP, R2=CH20Et, R3=R4=R5=R7=R8=R9=R10=R21=H, R20 = 
Me. R17 = Me) 

[6-tKT3=3riy-l-^^7k-lH-^>'K-/V-3— f/V] ^^/V3i^/^250mg, 
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mmm 21 

[0211] (a -20) 
Wb70] 




^f;^^77=;v] ;W3-^i/] BtSfe y^/vm^/v (Rl 

=TFMP, R2 = CH20Et, R3=R4=R5=R7=R8=R9=R10=R21 = H, R2 
0 = Me,R17 = Me) 

/V284mg. ^-feV>A526mg, T-feh^hy/V5ml(D^^J?r^a-e26^^»^ 

418mg#fc 0 
MMM 22 
[0212] (a -21) 
Mfc71] 
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C02R 17 



/l^^/KVl^r— A'] 7=.— >V\ i/?W?vis<^jJA>tf>Bt tf'A'X&TA' (Rl =TF 
MP, R2 = CH20Et, R3=R4=R5=R6=R7=R8 = H, R17 = Me) 
l-(4-^^h7x=^)-l^P^/<^/l^» j-f-flsx&frfr 219mg 

— A-300mg. ^®Hr>">i»716mg, Tirb=by/V5ml<D^^£^&T^6R#5^ 

M^ttU ft»xf ;l/:ir^ W(l: 10)t?»fflU «f&ffrg^363mg&#;fco 
23 



[0213] (0-180 
Wt72] 





:oor 17 ^ Vv^O^COOH 

LiOH NaOH R > 



R 9 R 1 ° 



{2-^^/V-4-[5-(4-by^/^cip<^/V^m^/V)-^ydr^y— /^-3-^/V^^/W 
^T^-^x^Vl-ftlKR^TFMP, R 2 =R 3 =R 4 =R 9 =R 10 =H. R=2 
-Me, X 1 = S. 3—1—2) 

{2-^A^4-[5-(4-WJ7/lc*-n^/V'73^ /l-Wy^y— ;W3-Wf 
/V^/V^r— yV-D-^^y^'J-S^^^^^^^ ( <* -2-1) 226mg3r7*9fcKn 
79^5ml^?g»b, lM^K^by^^Alml^P^L, ^mTl7l$|igi*#Ut, 
^7!K^TH^{-lM^lmlSrAnxLtf fPLfc^. l&fP&k* 
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[0214] (0-280 
Mb73] 




3-{ 3-^/V^-n-4-[4-^^-/V-5- (4-h!J y/V^y^/V^rvV) y ^rif y — 
/WS-^/^h^^y^^jT^y/W^ClOXR^TFMP, R 2 =Me, R 3 =R 4 =H, R = 3-F, 
X 1 = O, R 17 = Me. 0 -2-15) 

3-{ 3-y/^n-4-[4-y^-/V-5- (4-MJ ytvUrxi^f-fVy ^;V) ^J^l/— 
)\^Z-4fr*\^*sY7^~MTW>vm*^fr^^^{ a -10-2-1)0. 79g. 4 
N-LiOH 1. 5ml, ?R 3ml, THF 20ml<D^^^£55^^4.5Bf F^#Ufc„ U&T 

^nVXmmit^ 0. 7g£r#fc> «91% 
[0215] (/3-3&0 
Mb74] 




{5-[4-y^/v-5-(4-hy^/^ny^/v^3i^/v)^y^^y--/v-3-^'/vyh^^] 

>f^K— /WW/W6fclfc(R 1= TFMP, R 2 =Me, R 3 =R 4 = R 5 = R = R 8 = R 2 °= R 21 = H, b-3-1 
) 

{ 5-[4-y^/v-5-(4-byy/v^-ay^/^^3i^/k) ^ry^^y— /v-3— f/wyh^v-] 

^^K^/Wl-^/V-}|^^y^-/V^^.7 L /V242mg(D^b7tKn^^>'2. 5ml-yy/— 
/V2. 5rm^^2^*@^fc^y?i^?£0. 41ml£;tJn;t^&T*2l^m#Uto 
SJ^^(-2m^^0. 5mlt7K^D^g^^^/l-T*tttHU7io ^S^fP^ 
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[0216] (j3-4^) 
C^75] 




;vy 7 =-;V]^Y— ;V-l-^;vmW.{^=TFUP, R 2 =Me, R 3 =R 4 = R 5 = R = R = R 2 °= R 
21 = H, b-4-1) 

mg<D^y-^5nd^^2m^^b^hy^^?S3ml^P^8^K*PB^U 
fc„ Kf&?St-2^.^^^7K^n^^^^^T*j*mbfc 0 W^e^fP^^KT' 
«^^^-^i£*&U ^ffiT^^^S*b^„ #btWt2lSl77mg 

^/V) -^y — /V207mg*5 £TJ^^?i/^290mg£r#q X., 60^ 1 30 
#ra«#Ufc. S^^^2m^^i:7K^PX.@^^^-ettWb7i 0 WaS^ 

tyOi#»fflS| B L, ^|S^^^50mg#fc o Wl5% 0 
[0217] (j3-5j&) 
Dft76] 




/U^-7r^Vl-7^M^y^-S-^/^>m(.R l =TFMP, R 2 =Me, R 3 =R 4 = R 5 = 
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R 6 = R 7 = R 8 = H, b-5-1) 

KFv77>7ml-?t?/—^3. 5ml^fc2&^7KIMb^M?^i&?£0. 43ml^P 

MtiM 25 

[0218] (j3-6&0 
Mb77] 




[ 6 _ [ 4 _ (azh^ -5- (4-hy 7Atfm*<f'A'7aiz=-A') ^J*^/—^- 

Z-4>\,*\^*y\-l-^>V'<^S [b] ft7xy-3-^] (Rl =TFMP, R2 = 
CH=NOEt, R3=R4=R7=R8=R9=R10=R20=H, R5 = Me) 

[6-[4- (xf^^f/v) -5- (4-hy y/v^m^svy^/v) — a- 

17=Et)393mg, AU^y^m^^J^O. 4ml *1. 2mU j**y— /W4mU ^h^t 
Kn^^^4ml<Dm^^?aT8^K«#UfCo MET^^^Uc:^ 2S*£t£ 

^:n^^(3:l)t»(HU mmt&Vn 355mg<S:#fc 0 Ifc4*95% 0 

MSFJ 26 
[0219] ( 0 -7) 
Mb78] 
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^;V^;Vy 7 ^M-7-^JV^^/lh^^Z7z^-Z-^Mmk (Rl =TFMP 
, R2 = CH20Et, R3=R4=R7=R8=R9=R10=R20=H N R5 = Me) 

7VV(R17 = Me)350mg, Amfe^mW^V^O. 33ml. Tklml, Mml, 

mmm 27 

[0220] (0-8&O 
Wb79] 




(Z)-3-[4-[4-^h^^^/W5-(4-by^/V^n^hdr^rn=/P)^y=3ri^> ? — /I^ 
-3-Wh^]-3-7;Vtn7xn;P]-2-7;l'*o7^;HI (Rl =TFMP, R2 
= CH20Et, R3=R4=R6=R7=R8=R15=H, R5=R10=F) 
(Z)-3-[4-[4-3ih^^^/W5-(4-hyy/V^C2yh^iyy^^/V)-i'y^^y*— 

/v-3--f 7^b^iy]-3-y/v-^-ay m^7V]-2-y/w^-cT^y/v^ ^f;vx^r;v ( 

R17=Me) 240mg, 4^S7K^bU^ , 7Al. 4ml, /^/-/V2rm\ ^b^tKay^ 

^miom-s^^mTi. 5mm9:Wvti 0 2%Lfem.m&tox.ti^ mm^^x* 
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mmm 28 

[0221] (0-9) 
Mfc80] 




-3-^;V^;V^;V7r=-M 7x=/V]-2-7/l/tn7^M (Rl =TFMP, R2 = 
CH20Et, R3=R4=R5=R6=R7=R8=R15 = H, R10=F) 

(Z) -3-[4-[4-3Lh=3r (4-hU ^/l^u^/l^o^/l') -<y^lJ-;A- 

/V— W^f/i'^/i'7r- /^] 7 31= ;v]-2-7;V^n77y/v^ ^^vkx^tv^ (R 
17=Me)200mg,4mS7K^bU5 : -!7AO. llmU *0. 33ml, *9 S— /^2mU T^h 

lfcs£77%„ 

HJfefll 29 
[0222] (3-10) 
Wb81] 




3-[4-[4-^b=3rv'^^/V-5- (4-hy7/l^n;*<?vK7a:=/V0 >f V3Mf;A- A^-3r-y( 



WO 2005/054213 



172 



PCT/JP2004/017706 



/^b^]-3-^h^r^^/V]g§^(Rl=TFMP, R2 = CH20Et, R3=R4=R 
6=R7=R8 = H, R5 = OMe. R15=Me) 

^/^b^v']-3-^h^r^^/V]gS^ ^/V^^/V(R17 = Me) 739mg, 4#1 

A:^/-;K30:1)«U ^SB^$3£363mg#fc 0 
30 

[0223] (0-11) 
Mfc82] 




3-[4-[4-rch^-^^/V-5- ^-hU^/l^n^/K^^A-) y(V^r^/—)V-^-4 
)V^V7T~M-Z-*Y^-7*.—;VmWL (R1=TFMP, R2 = CH20Et, R3 = 
R4=R6=R7=R8=H, R5 = OMe, R15 = Me) 

3-[4-[4-^h=3r^^/l^-5- {.A-VV7;V^rxi^;vy^;V) ^y^^J—jV-Z- 
4^^V-7y^;V\-Z-^V^yyzt.=-jiV\ g&g? ^f;vx^f;v (Rl 7 = Me) SSOmg, 
4m^mitV^^2. 3ml, T^fcPW^^mU /V6ml<Dm^Sr^«. 
-^3^^ift#U7b„ S^^7K30ml. 2^^i&^6ml^n^Lfc^, 7W-etttti 

mmm 31 
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[0224] (0-12) 



Mfc83] 




,21 



R' 



,C0 2 R 1 

s R 10 




,C0 2 H 
- R 10 



^f^*^]-l-^^lH-^K- yV-3-^/V]g^^ (R1=TFMP, R2=C 
H20Et, R3=R4=R5=R7=R8=R9=R10=R21 = H, R20 = Me) 

^f;^V]-l-^f^lH->fyK-/W3-^]ftK p^vPcnj*^ (R17 
=Me)300mg, 4&J&!Kl&ffcy^?A0. 3ml, ^b7fcHW^6mU y^/— /^3ml 

^169mgSr#fc 0 
32 

[0225] (0-13) 
Mb84] 



[6-[4-^H^^yv-5-(4-MJ7/i^-i3^/V'73i=. /vMy^riJ-y— /v—3-^ivv 
y.^yi^vK7 T ^ 7V]-i-y^-/v-iH-^yK— /W3— i7kI@1^Kri =tfmp, R2 

= CH20Et, R3=R4=R5=R7=R8=R9=R10=R21=H, R20 = Me) 

[6-[4-^h#>-y^/^-5- (4-hy y/^ny^/vy ^y^y*— /v-3— f 




,C0 2 R 
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;V^;v^7V7 T ^;V]-\-^;V-l¥L-^Y—7V-^-4M ffim ^;v^^r;v ( 
R17=Me)437mg. 4M^m\0)^^ Tb7tb"v77>9. 6ml, *9S—;V4. 

mw\ 33 

[0226] ( 0 -14) 
Mb85] 




•C02R 1 




~C0 2 H 



[0227] 



;V^;V^;V^ r ^;V^y^;VY^xi^vi/<^;V^m^l =TFMP, R2=CH 
20E1, R3=R4=R5=R6=R7=R8 = H) 

l-[4-[4-3^3rv^^/l^-5- (4-MJ 7 ;V^^;vy^;V) <4V5r^J — /V-3- 
4;V^;V^V7y=.jiV\ -7^^;v\ i/^n^n^^^^/V^V^ ^;v^7sr/V (Rl 7 = 
Me)363mg, ^M^mitV^^^mO. 42mU 7^tKn:7^5ml, 

4<Dm$X"foZ> 0 ^80-8 lte, m79<Dm%X~&Z> 0 ^84— 87te\ ^83CQ^#-e&5 
0 ^89-93te, ^88(D^c#T'fc5o ^95—98}*, *94<£>^tr&>£o ^100*5j; 
"tflOir*. ^99<D^#T*&5o ^103— 105{^ mi02(DWt$X&Z>o ^107*5J;TJ? 

io8«, mi06<Dn%x~&z> o mnofe, mio9<Dm%x&z>o ^112— ii4«. m 

ll<Dffi.%XhZ> 0 ^H6}3\ mil5<Dffi.%X&Z> 0 ^118-120}^. *1170^#-C 
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t$tl22<Dmt~e3bZ>o ^126tt, ^125<^)SS!#"e*>So ^128—131 
fit, m27<Dj^#-efc£ 0 ^133—13612, ^13203R#-e*>S. *138— 144te, 
^137(Dj^#-efo^„ ^146—152^. ^145<7>Jfife#-e*>5 0 ^154f*, ^153<Dgg 

, *162©*fcft-C«>S. 
[0228] [^73] 



Me 



No 




Rl 


R2 


XI 


R3,R4 


R17 


mp 


NMR(CDC13 or DMSO-d6) 


Of -1-2 


Qf-1 




Me 


O 


H,H 


Me 


oO 


2.29<3H,s),2.32(3H,s),3.80(3H,s),4.61(2H, 
s)5.13(2H,s),6.67(lH,d,J=9-0Hz),6.79(lH > 
dd,J=9.0,2.7Hz),6.86(lH,d,J=2.7Hz),7.75 
(2H,d,J=8.1Hz),7.84(2H,J=8.lHz) j 


ar-1-3 


Of-1 




Me 


O 


Me,Me 


Me 


oil 


1.76(6H,s),2.20(3H,s),2.37(3H,s),3.78(3H, 
s),4.56(2H,s),6.49-6.50(2H,m), 
6.67(lH,m),7.75(2H,dJ=8.lHz),7.84(2H,d 
,J=8.1Hz) 



[0229] [^74] 




, R 4 ^v^O^COOR" 



Me 



No 




Rl 


R2 


XI 


R3,R4 


R17 


mp 


NMR(CDC13 or DMSO-d6) 


a -2-2 


a -2 




Me 


s 


H,H 


Et 


63-64 


1.29(3H,t,J=7.2Hz),2.23(3H,s),2.24(3H,s), 
4.03(2H,s),4.25(2H,q,J=7.2Hz),4.61(2H,s) 
6.61(lH,d t J=8.4Hz),7.18(lH,dd,J=8.4,2.1 
Hz),7.23(lH,J=2.1Hz),7.74(2H,d,J=8.lHz 
).7.82(2H,d,J=8.lHz) 


a -2-4 


a 2 




Me 


s 


H,H 


Et 


58-59 


1.30(3H,t,J=7.2Hz),l-91(3H,s)2.25(3H,s), 
3.34(4H/t,J=4.8Hz),3.79(4H,t,J=4.8Hz),3. 
87(2H,s),4.26(2H,q,J=7.2Hz),4.61(2H,s),6 
.62(lH,d,J=8.4Hz),7.71-7.22(2H,m) 



[0230] [^75] 
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No 




Rl 


R2 


XI 


R3,R4 


R17 


mp 


NMR(CDC13 or DMS0-d6) 


a -2-5 


or -2 




Me 


0 


H,H 


Me 


112- 
113 


1.99(3H,s)2.27(3H,s),3.37(4H,t,J=4.8Hz) > 
3.78-3.81(4H,m),4.60(2H,8),4.93(2H,s) > 
6.65(lH,d,J=8.7Hz),6.76(lH,dd,J=8.7 f 3.0 
Hz),6.83(lH,dJ=3.0Hz) \ 


a -2-6 


or -2 


XT 


Me 


s 


H.H 


Et 


□a 


1.28(3H,t,J=7.2Hz),2.19(3H,s),2.24(3H,s), 
4.01(2H,s),4.25(2H,q,J=7.2Hz),4.61(2H,s) 
6.61(lH!d,J=8.7Hz),7.18(lH,dd,J=8.4,2.4 
Hz),7.22(lH,J=2.4Hz),7.46(2H > d,J=8.4Hz 
).7.63(2H t d,J=8.4Hz) 


or -2-7 


a-2 




a 


s 


H,H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.22(3H,s),3.93(3H J s), 
4.25(2H,q,J=7.2Hz) > 4.61(2H,s)6.58(lH,d, 
J=9.0Hz),7.12-7.14(2H,m),7.26-7.32 
(5H,m),7.42-7.45(4H,m) 


a -2-8 


a-2 






s 


H,H 


Et 


oU 


1.29(3H,t,J=7.2Hz),2.21(3H,9),3.93(3H,a), 
4.25(2H,q,J=7.2Hz),4.61(2H,s)6.57(lH,d, 
J=8.lHz),7.07-7.12(2H,m),7.29- 
7.46(6H,m),7.70(2H,d,J=8.lHz) 


or -2-9 


or -2 




Me 


s 


H,Et 


Et 


oU 


1.07(3H,t,J=7.5Hz),l-28(3H,t,J=7.2Hz), 

1.98-2.17(2H,m),2.21(3H,9),2.26(3H,s), 

4.03(lH,dd,J=8.4,7.5Hz) ) 4.24(2H,q,J-7.2 

Hz),4.60(2H,s),6.57(lH,d,J=8.lHz),7.09- 

7.14(2H,m),7.74(2H,dJ=8.4Hz),7.81(2H,d 

,J=8.4Hz) 


Qf-2- 

10 


or -2 




Me 


s 


H, 
4-F- 
C6H4 


Et 


oil 


1.28(3H,t,J=7.2Hz),2.09(3H,s) f 2.20(3H iS ), 

4.22(2H,q,J=7.2Hz),4.60(2H,s),5.28(lH,s) 

,6-55(lH,d,J=8.4Hz),6.95-7.03(2H,m), 

7.06-7.14(2H,m),7.32-7.38(2H,m),7.73 

(2H,dJ=8.4Hz),7.80(2H,d,J=8.4Hz) 


Qf-2- 


or -2 




HCf^ 


s 


H,H 


Et 


oil 


1.28(3H,t,J=7.2Hz),2.23(3H,s),4.11(2H,s), 

4.24(2H,q,J=7.2Hz),4.61(2H,8),4.66(2H,s) 
,6.60(lH,d,J=8.4Hz),7.15(lH,dd,J=8.4,2.4 

Hz),7.22(lH,d,J=2.4Hz),7.77(2H,d,J=8-l 
Hz), 796(2H,d f J=8. 1Hz) 


a -2- 
12 


or -2 


F 3 cXJ 




s 


H,H 


Et 


oil 


1.29(3H,t,J=6.9Hz),2.23(3H,s) > 3.82(2H,s), 
4.10(2H,s),4.25(2H,q,J=6.9Hz),4.61(2H,s) 
,6.60(lH,d,J=8.4Hz),7.11-7.73(7H,m), 
7.68(2H,d,J=8.lHz),7.76(2H,d,J=8.lHz) 


Qf-2- 
13 


a-2 


FaC^ 




s 


H,H 


Et. 


oil 


1.29(3H,t,J=7.2Hz),2.23(3H,s),3.96(2H,s), 
4.25(2H,q,J=7.2Hz),4.60(2H,s),6.59(lH,d, 
J=8.lHz), 7.07-7.28(7H,ni),7.70(2H 1 d f 
J=9.0Hz),8.22(2H,d,J=9.0Hz) 


a -2- 
14 


a-2 


Me 


I 


s 


H,H 


Et 


53-54 


1.29(3H,t > J=7.2Hz),2.24(3H,s),2.44(3H,s), 
3.92(2H > s),4.26(2H > q,J=7.2Hz) > 4.61(2H,s) 
,6.61(lH,d,J=8.4Hz),7.17(lH,dd,J=8.4,2.4 
Hz),7.19(lH,d,J=2.4Hz) 


a -2- 
15 


a-2 






s 


H,H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.25(3H,s),2.92-2.99 
(4H > m),3.79(2H,s),4.26(2H,q,J=7.2Hz),4.6 
l(2H,s),6.61(lH,d,J=8.4Hz),7.09-7.26 
(7H,m),7.70(4H,s) 


a -2- 
16 


a -3 




OHC- 


s 


H,H 


tBu 


oil 


1.47(9H )S ),2.24(3H,s),4.28(2H,s),4.51(2H, 
s),6.60(lH,d,J=8.4Hz),7.18-7.24(2H,m), 
7.84(2H,d,J=8.7Hz),8.03(2H,d,J=8.7Hz),l 
0.10(lH,d,J=0.6Hz) 



[0231] DS76] 
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«1>X^« E R 9 R'° 



No 




R1 


R2 XI 


R3.R4 


A 

R 9 R 10 


np 


NMRCCDCI3 or DMSO-d6) 


Of -2-1 7 


ar-2 




Me S 


H.H 


Me 

^O^COOB 


lit 


1 .23(3H,t J=7.2Hz),1 ,66(3H.d,J=6. 
9Hz),2.22(3H,s).4.02(2H,s),4.20(2 
H q,J=7.7HzX4.71(1 H.q.J=6.9Hz),6 
79(2H,d,J=9.0HzX7.33(2H,d,J=9.0 
HzX7.74(2H,d,J=8.1Hz).7.82(2H,d, 

1— ft 1 MlA 

j— o. I nz/ 


a -2-1 8 


ff-2 




Me S 


H.H 


^O^COOEt 


E>il 


1 .06(3H,t,J=7.2Hz).1 .23(3H,t J=7. 
2Hz) 1 93— 

2.02(2km).2.22(3H,sX4.03(2H r s),4 
.16- 

4.23<2H,mX4.5 1 (1 H.t, J=6.3Hz).6.8 
0(2H,d,J=9.0Hz)J.32(2H,d,J=9.0H 
z).8.13(2H.d ? J=8.4Hz).7.82(2H.d.J 
=8.4Hz) 


a -2-1 9 


Of -2 




Me J 


5 H.H 


X 

^CT^COOEt 


oil 


0.97(3H.t,J=7.2Hz),1 ^3(3H,t. J=7. 

2Hz).1 .48-1 .57(2H,m),1 .86- 

1.96(2H,m).2.22(3H.s),4.02(2H,sX4 

.19(2H,q.J=7.2Hz).4.54- 

4.58(1 H.mX6.79(2H.d,J=9.0HzX7.3 

9/4U a i=q OH?") 7 74(2H d J=8.1 H 

z),7.81(2H.d,J=8.1Hz) 


a -2-20 


or -2 




Me 


S HjiPr 


^x^COOEt 


oil 


0.90(3H,t J=7.2Hz),1 .27(3H.t,J=7. 
2Hz),1.55- 

1.62(2H,m).2.22(3H,s) ? 2.59(2H.tJ 
=7.5Hz),4.02(2H,s) ? 4^4(2H,q,J=7. 
2HzX4.61 (2H.sX6.62(1 H,d, J=8.1 H 
z).7.17- 

7.22(2H.mX7.74(2H,d.J=8.3HzX7.8 
1(2H,d,J=8.3Hz) 


a -2-21 


ar-2 




Br 


S H.H 




55-57 


1 .29(3H,t, J=7.2Hz),2.24(3H.sX4.0 
2(2H,sX4.25(2H.q. J=7.2HzX4.61 (2 
H,sX6.61(1H,d,J=8.4Hz).7.19- 
7.26(2H,m),7.48(2H.d.J=9.0HzX7.9 
8(2H.d,J=9.0Hz) 


a -2-25 


2 a-2 




Br 


S H.H 


^O^.COOEt 




1 30(3H,t,J=7.2HzX2.25(3H.s;,4.0 
4(2H.sX4.25(2H,q,J=7^HzX4.61 (2 
H.sX6.62(1 H,d, J=8.4Hz),7.1 9- 
7.23(2H,mX7.77(2H,d.J=9.0HzX8.1 

6(2H,d.J=9.0Hz) 



[0232] iwn 



WO 2005/054213 



178 



PCT/JP2004/017706 




CX^COOR 17 



No i 




R1 | 


R2 XI 


R3.R4 F 


117 


nip 


NMRCCDC13 or DMSO-d6) 


a -3-1 


at -3 


Me ! 


jy . 


H.H E 


o 

t 


ii 1 
s 
h 

1 
,< 


.30(3Kt J=7.2Hz),2.21 (3 H.s). 2.40(3 H. 

),3.98(Zn.sA^.ztHZn,Q,v.— / .^rw.t.u i\t 

| s).6.56(1 H.d,J=8.4Hz),7.06- 

.1 2(2H.m).7.41(2H.dJ=8.1 Hz).7.68(2H 

iJ=8.1Hz) 


or -3-2 


a -3 


Me 




H.H I 


1 

Ae 


05-107 2 
\ 
i 


;.25(3H,s).2.48(3H.s).3.78(3H.s),4.59(2 

is).5.01(2H.s).6.61- 
i.72(3H.m).7.50(2H.d.J=8.4Hz).7.68(2H 

d,J=8.4Hz) I 


a -3-3 


or -3 






H,H 


=t 


>il 


I 28(3H.tJ=7.2Hz).2.2K3H.s).3.94(2H. 
5 ) 4 25(2H.q.J=7.2Hz),4.61(2H.s).6.57(1 
H d, J=8.4Hz).6.90(1 H.dJ=90Hz).7.07- 
7'l2(2H,m).7.43(3H.m).7.56(2Ks).7.72( 
2H.d,J=8.4Hz) 


a -3-4 


a -3 






H.H 


Et 


oil 


T.29(3H.tJ=7.2H2).2.21(3H.s).3.95UH. 
s),4.25(2H.q, J=7.2Hz).4.8 1 (2H,s).6.58(1 
H.d.J=9.0Hz).7.09(2H.m).7.51- 

ll9{3H.tJ=7.2H2).2.23(3H,s).3.83UH. 


a -3-5 


a -3 






5 H.H 


Et 


oil 


19/9U 9<;OH^4 61(2H.s).6.59 
(1 H.d. J=8.4Hz).7.09-7.1 4(6 H.m).7.7 1 - 
7.72(4H.m) 


a -3-6 


a -3 


XT 


^ tj 


5 H.H 


Et 


oil 


1 28(3H,t.J=7.2H2).2.1 9(3H.s).4.1 3UH. 

s).4.24(2H.aJ=7.2Hz).4.56(2H. S ).6.58(1 

H.d.J = 8.4nz; t 7.23k3n.mj, / i 

7.42(2H.m).7.52- 

7.55(2H.m).7.77(2H,d.J=9.0Hz). 

8.3C(2H.dJ=90Hz) 


a -3-7 


a -3 






S H.H 


Et 




Rf=0.34 (EtOAc:Hexane-i:3 


Of -3-8 


a-3 






S H.H 


Et 


oil 


1 29(3H. t, J=7.2 Hz). 2.22(3H. s). 
3 83(2H. s). 4.15(2H s). 4.25(2K q. 
J=7.2 Hz). 4.6K2H. s). 6.59(1 H. d. 
J=7.8Hz), 7.09-7.1 2(2H m). 7.23(2H. 
d J=8.1Hz), 7.55(2H, d J=8.1Hz). 
7.7K4H. s) 


a-3H 


) a-3 




SCO 


S H.H 


Et 


oil 


1 29(3HxJ=6.9Hz).2.23(3H,s),3.84(2H. 
s).4.15(2H,s).4.25(2H,q,J=7.2Hz).4.61(2 
H s).6.60(1 H,d.J=8.1 Hz),6.99- 
7.1 4(5H.m),7.29-7.35(1 H.m).7.70- 
7.7K4H.m) 


a -3-1 


o a-: 


. ( jy 




S H.H 


Et 


oil 


1 29(3H.tJ=7.2Hz).2.23(3H,s),3.a3UH. 
s).4.14(2Hs).4.25(2H.q.J=7.2Hz).4.61(2 
H.s).6.60(1H.dJ=8-4Hz).7.09- 
7.13(2H.m).7.29-7.53(4H.m).7.71(4H.s) 



[0233] [^78] 



WO 2005/054213 



179 



PCT/JP2004/017706 



No 




R2 


XI 


/ x2 N^ x3 
R 9 R 10 


mp 


: NMR(CDCI3 or DMSO-d6) 


a -4-1 


or -4 


nBuNHCH2- 


s 


OCH2COOtBu 


( 

( 


).93(3h,t.J=7.5Hz),1.33- 
l.60<13H,m) ) 2^4(3H,s), 2.69 
2H,t,J=6.9Hz). 

3.73(2Hs),4.1 2(2H,s),4.50(2H T sX 6.59 
k 1 H.d.J=8.4Hz),7.1 5(1 H.dd.J=8.4,2.1 Hz). 
7.2K1H, d. J=2.1Hz),7.74(2H,d,J=8.1HzX 
5.04 (2H,d, J=8.1Hz) 


a -4-2 


a -4 




s 


OCH2COOEt 




1.29(3H,t,J=7.2Hz),2.25(3H,s).2.44(4H.mX3. 
54(2rlsX3.68(4H,m), 

4.1 9(2H.q.J=7.2Hz).4.1 9(2H,s).4.25(2H, q, 
J=7.2 Hz).4.61(2H,s),6.61 (1 H,d,J=8.4Hz), 
7.18(1 H, dd. J=8.4,2.1Hz),7.22(1H r m), 
7.75(2H,d, J=8.4Hz), 7.96(2H.d,J=8.4Hz) 


a -5-1 


a -5 


-CH20Me 


s 


OCH2COOH 


105-107 


2.24(3H.sX 3.43(3H.sX4.12(2H,s), 
4.46(2H.s).4.66 (2H.s), 6.65(1 H,d, 
J=8.5Hz).7.1 8-7.24(2H,mX7.76(2H. 
d.J=8.7Hz),7.88(2H,d f J=8.7Hz) 


a -6-3-1 




Me 


CH2C0 


OCH2COOMe 


133-134 


2.26(3H ? s).2.33(3H,s).3.08(2H,tJ=7.5Hz).3.5 

0(2H.t,J=7.5Hz).6.72(1H.d.J=9.0Hz)X7.72- 

7.87(6H,m). 


cr -6-4-1 


a -6 


Me 


CH2CO 


OCH2COOH 


191-194 


2 27(3H sX2.34(3H,s),3.08(2H,t J=7.2HzX3.5 
0(2H.tJ=7.2Hz) f 4.72(2H,sX6.77(1H,d,J=9.O 
Hz),7.73-7.88(6H.mX 


a -7-2-1 


a — 7 


Me 


S 






MS m/e 452 (MH+) 


a -7-2-2 


a -7 


Me 


O 


CH2C(=NH)NHOH 


152-154 


2.32(6H,sX3.42(2H.sX5.17(2H,sX6.8- 
6.90(2H f mX7.14(1Kd,J=7.8Hz)J.75(2Kd.J= 
8.1 Hz).7.84<2H.a\ J=8.1 Hz) 
MS m/e 420 (MH+) 


at -7-3-1 


a -7 


Me 


S 




203- 
204.5 


2.29(3H^).2.31 (3H,s), 
3.83(2H.sX4.06(2H.sX7.1 1 -7.22(3H,mX 
7.76(2H,d,J=8.6Hz),7.82 (2H. d.J=8.6 Hz) 


or -7-3-2 


a -7 


Me 


0 




190-192 


i33(6H,s),3.80(2H,sX5.18(2Ks).6.86(2H,mX 
7.1 5(1 H,d,J=8.1 HzX7.77(2H,d,J=8JHzX7.87 
(2H.d,J=8.7Hz) 


Of -7-3-3 


a -7 


Me 


S 




156.5- 
158.5 


2.1 8(3H f s),2.28(3H.sX4.01 (2H,s).4.97(2H,sX 
6.75(1 H,d.J=8-4Hz),7.1 9- 
7.21(2H.mX7.74(2H.d I J=8.4HzX7.80(2H,d ? J= 
8.4Hz).9.93(1H,br) 


a -7-3-4 


a -7 


Me 


O 




163-165 


2.24(3H.s).2.32(3H,sX4.96(2H ( sX5.1 4(2H,s), , 
6.80- 

6.88(3H,mX7.75(2H.d.J=8.6Hz).7.84(2H.d.J= 
8.6Hz) 


a -7-4-1 


a -7 


Me 


O 


OCT 


166.5- 
168.5 


2.32(3H,s), 2.34(3H,sX 
3.68(2Ks),4.1 8(2H.s),5.1 9(2H,sX6.87- 
6.90(2K m),7.12(1Kd. J=8.1HzX 7.24 
(1H,br),7.75(2H.d.J=8.4HzX 7.85(2H. d. 
J=84Hz) 



[0234] [j?79] 



WO 2005/054213 



180 



PCT/JP2004/017706 




No 




R1 


R2 


X1 


R3.R4 


mp 


NMR(CDC13 or DMSO-d6) 


£-1-3 


£-1 




Me 


S 


H,H 


129-131 


2.24(3H,s) T Z25(3H,s),4.04(2H,sX4.67(2H. 
s).6.65(1 H,d, J=8.1 Hz) f 7.1 8- 

,J=8.1Hz) 


£-1-4 


0-1 




Me 


o 


H,H 


136-138 


2.28(3H^),2.31(3H,s)4.62(2H,s),5.13(2H, 
s),6.71(1H.d,J=9.0),6.80(1H,dd t J=9.0,2.7 
Hz),6:87(1 H,d,J=2.7Hz),7.75(2Hd, J=8.1 H 
z),7.84(2H,d.J=8.1Hz) 


£-1-6 


£-1 




Me 


s 


H,H 


134-136 


1.88(3H,s)2.15(3H,s) f 3.24- 
3.27(4H/n),3.67(4H t t f J=4.8Hz) I 3.94(2H,s) 
t 4.69(2Ks),6.77(1Hd,J=8.4Hz)7.15- 
7.21 (2H,m).1 3.00(1 H,brs) 


£-1-7 


£-1 




Me 


o 


H.H 


126-127 


1 .94(3H,s)2.1 7(3H,s),3.28- 
3.32(4H,m),3-67- 

3.70(4H,m),4.6 1 (2H,s),4.90(2H,s),6.72- 
6.B6(3H^n)1 2.89(1 H.brs) 


£-1-8 


£-1 




Me 


s 


H,H 


157-159 


2,21(3H,s) r 2.24(3H,s) r 4.02(2H,s) f 4.66(2H l 
s).6.65(1 H,d, J=8.4HzX7.20< 1 H,dd.J=8.4,2 
.4Hz)J.22<1H,m)J46(2H.d,J=9-0Hz),7-63 
(2H,d,J=9.0Hz) 


£-1-9 


£-1 




(X 


s 


H,H 


131-132 


2.22(3H,s),3.93(3H,s),4.66(2H,s)6.62(1H, 
d,J=9.QHz),7.14-7.1 6(2H,m),7.27- 
7.33(5H t m),7.42-7.45(4H,m) 


£-1- 

10 


£-1 






s 


H r H 


131-133 


2.22(3H,s),3.93(3H,s),4.67(2H,s)6.62(1K 
d,J=8.1 Hz),7.10-7.1 4(2H,m),7.30- 
7.47(6H,m)J.70(2H l d,J=8.1 Hz) 


£-1- 
11 


£-1 




j Me 


o 


Me,Me 


115-116 


1J6(6H,s) r 2.20(3H f sX2-37(3H,s),3.78(3H. 

s),4.56(2H.s),6.49-6.50(2H,m). 

6.67(1 H,m),7.75(2H f d J=8. 1 Hz).784(2H,d f 

J=8.1Hz) 



[0235] [^80] 



WO 2005/054213 



181 



PCT/JP2004/017706 



No 




R1 


R2 


X1 


R3.R4 


mp 


NMR(CDC13 or DMSO-d6) 


£-1-12 


£-1 




Me 


s 


H.Et 


115-117 


1 .07(3H,t,J=7.5Hz),1 .98-2.1 6(2H,m). 
2.20C3H t s),2-29(3H.s).4.04<1H,t,J=7.5Hz) 
,4.65(2H,s),6.6 1 ( 1 H,d, J=8. 1 Hz), 7. 1 0- 
7.14(2H,m), 

7 lAfOU A 1— O ALX-A 7 fl1 ( 9H A . I=fl AH-*} 

i. /*KtH,a\J— o.^HTZy, /-o i \.zn l a,o = o.*tnzy 


£ -1-13 


£-1 




Ms 


s 


H - ! 
4-F-C6H4 


lift— 1 1 <9 


2.29(3Ks),2.20(3H,s) f 4.67(2H,s),5.29(1H 
,s),6.59(1H,d.J=8.4Hz) r 6.96- 
7.15(4H,m).7.32- 

7.37(2H,m),7.73(2H,dJ=8.4Hz),7.79(2Hd 
,J=8.4Hz) 


£-1-14 


£-1 






s 


H.H 


138-139 


2^3(3H,s),4.11(2KsX4.66(2H.d,J=3.6),3. 
34(1 H.br.s),6.64< 1 H,d, J=8.4Hz),7.1 6- 
7.29(2H,m),7-77(2H ? d,J=8.4Hz).7.95(2K 
d,J=8.4Hz) 


£-1-15 


£-1 




MeO^ 


s 


H.H 


105-107 


2.24(3Ks),3.43(3H,s)A12(2H.s).4.46(2H 
,s),4.66(2H,s),6.65< 1 H,d, J=8.5Hz),7. 1 8- 
7.24(2H,m),7.76(2H.d.J=8.7Hz),7.88(2H, 
d.J=8.7Hz) 


£-1-16 


£-1 






s 


H.H 


oa 

183-186 
(as HCIsart) 


2.23(3H,s).2.49(4H,m),3.62(2H.s),3.69(4 
H/n),4.1 8<2H,s),4.64(2H r s),6.65(1 H,d,J= 
9.0Hz) J.I 8- 

13. 1 (2H.m). 7.74(2H,d, J=7.8Hz),79Q(2H,d 
,J=7.8Hz) 


£-1-17 


£-1 




cr 


s 


H,H 


138-139 


2.23(3H,s),3-83(2H r s),4.12(2H l s) f 4.66(2H 
f s),6.64(1H,d l J=9.0Hz),7.1 1- 
7.16(2H,m) t 7.24- 

7.31(m,5H),7.08<2H,d,J=8.4Hz),7.76(2H, 
d,J=8.4Hz) 


£-1-18 


£-1 






s 


H„H 


123-124 


2.23(3H,s),3.97(2H,s),4.67(2H,s).6.63(1H 
.d, J=8. 1 Hz).7.08-7.26(7H,m), 
7.70(2Rd,J=8.4Hz),8.22<2H,d,J=8.4Hz) 


£-1-19 


£-1 


Me 


i 


s 


H.H 


128-127 


2.24(3H f s),2.44(3H,s),3.92(2H,s) f 4.66(2H 
1.8Hz),7.22(2H,d,J=1.8Hz) 


£-1-20 


£-1 


Me 


IT 


s 


H.H 


oH 


2.21(3H,s).2.40(3H,s),3.98(2H.s),466(2H 
,s),6.6(K 1 H,d, J=8.1 Hz). 7.08- 
7.12(2H,m),7.42(2Kd f J=8.1Hz),768(2H, 
d,J=8.1Hz) 


£-1-21 


£-1 


Me 




o 


HX 


153-154 


2.25(3H,s),2.49(3H,s),4.62(2H,s),5.02(2H 
,s),6.65- 

6.73(3H > m),7.50(2H,d,J=8.4Hz),7.68(2H t 
d,J=8.4Hz) 


£-1-22 


£-1 




J? 


s 


HM 


136.5-137.5 


2.22(3H.s),3.95<2H,s),4.67<2H.S),6.62a 
H,d,J=8.1Hz),7.11- 

7.1 4<2H,m) J.47(2Hd.J=8.4Hz).7.60(4R 
s),7.72<2H,d,J=8.4Hz) 


£-1-23 


£-1 


r jy 




s 




128-129.5 


2.22(3H,s),3.95(2H,s) f 4.67(2H,s),6.62(1H 
,d. J=9.0Hz),7.1 3-7.1 5(2H,m),7.50- 
7.74(8H,m) 



[0236] [*81] 



WO 2005/054213 



182 



PCT/JP2004/017706 



No 




R1 


R2 


XI 


R3.R4 


mp 


NMR(CDCI3 or DMSO-d6) 


0-1-24 


/3-1 






s 


H.H 


135-136 


2.23(3H,s),3.84(2H,s),4.12(2H,s),4.67(2H 
,s),6.64(1 H,d, J=9.0Hz),7.1 1 - 
7.14<6Hm),7-71-7.72(4H,m) 


0-1-25 


0-1 






s 


H.H 


196-197.5 


219(3H.s) l 4.13(2H,s),4.55(2H,s).6.63(1H 
,d.J=8.4Hz),7-28(2H,m), 7.41- 
7.43(3H,s) f 7.53(2H,s),7.79(2H,d,J=8.4Hz 
),8.31(2H,d,J=8.4Hz) 


0-1-26 


0-1 






s 


H.H 


137-138 


2.22(3H f s),3.87(2H,s),4.16(2H,s),4.65(2H 

fi 63(1 H d J=9 0Hz) 7 14- 
7.21(4H,m),7.34- 

7.56(7H,m),7.7(K2H,d,J=8.1Hz),7.78(2H, 
d,J=8.1Hz) 


0-1-27 


0-1 




BuNHCH2- 


s 


H.H 


177-178 


0.84(3h.t,J=7-2Hz),1-22- 
1.45(4H,m),2.14(3H,s), 2.56 
(2H,tJ=7.2Hz), 

3.72(2H,s),4.27(2Rs),4.63(2H,s), 
6.76(1 H,d, J=8.4Hz), 7.1 5-7.23(2H r m), 
7.91(2H,d,J=8.4Hz), 8.08(2H,d,J=8.4Hz) 


0 -1-28 


0-1 


FO JT 

F 3 C v 




s 


H.H 


150-152 


2.24(3H,s),2.93- 

2.30(4H,m),379(2H.s),4.67(2H,s).6.65(1 
ri t a,\j — o. i rtzj, i .v«? 
7.29(7H,m) f 7.70(4H r s) 


0-1-29 


0-1 






s 


H.H 


141.5-142.5 


2.23(3H.s),3.84(2H,s)At2(2H,s).4 ( 67(2H 
,s),6.64<1H,d,J=9.0Hz),7.1 1- 
7.13(2H,m),7.24(2H,d,J=8.7Hz).7.56(2H. 
d,J=8.7Hz),7.71(4H,s) 


0-1-30 


JS-1 






s 


H,H 


130-132 


2.23(3H,s),3.85(2H,s),4.13(2H,s) f 4.67(2H 

,s),6.64(1 H f d,J=9-6Hz),6.99- 

7.1 5(5H,m),7.30-7.35(1 H,m>,7.71 (4H,s) 


0-1-31 


£-1 




F3 b^ 


s 


H,H 


127-128.5 


2.23(3H,s),3.84(2H,s) r 3.84(2H t s),4.67(2H 

,s),6.63(1H,dJ=8.4Hz),7.11- 

7.14(2H,m),7.27-7.53(4H,m),7J1(4H,s) 



[0237] [^82] 



WO 2005/054213 



183 



PCT/JP2004/017706 



No 




R1 


R2 


X1 


R6 


R 9 R 10 


mp 


NMR(CDCI3 or DMSO-d6) 


0-1-32 


0-1 




Me 


S 


H 


Me 

COOH 


121-122 


1.65(3H.d.J=6.9Hz).2.24(3H.s).4.0 
3(2H.s),4.77(1 H.aJ=6.9rU),6.82(2 
H.cU=9.0Hz).7.34(2rld.J=9.0Hz).7 
.74(2H,d.J=8.4Hz).7.81(2H.d,J=8.4 
Hz) 


0-1-33 


0-1 


F a cr ^ 


Me 


S 


H 


f 


116-118 


1.09(3H.tJ=7.5Hz).1.99- 

2.04C2H,m),2L24(3H.s).4.03(2H.s),4 

.56- 

4.60(1H,m).6.82(2H l d.J=8.7Hz),7.3 
3(2H,d,J=8.7Hz).7.73(2H.d.J=8.5H 
z),7.81(2H,d,J=8.5Hz) 


0-1-34 


0-1 




Me 


S 


H 


X 

COOH 


75.5- 
77.5 


0.97(3H.tJ=7.2Hz).1.50- 
1.60(2H,m),1.91- 

2.00(2H,m),2.24(3H.s).4.03<2H.s),4 
.61- 

4.65(1 H,m).6.82(2H.d.J=8.7Hz).7.3 
5(2H.d.J=8.7Hz).7.73(2H,d.J=8.7H 
z),7.8K2H.d.8.7Hz) 


0-1-35 


0-1 


■jcr 


Me 


S 


nPr 


^Ok^COOH 


85-87 


0.89<3H.tJ=7.2Hz),1.51- 

1 .63(2Rm).2.24(3H.s).2.58(2H.t J 

=7.2Hz).4.03(2Rs).4.66(2H.m).6.7 

0(1Hd.J=8.4Hz).7.17- 

7.24(2H.m),7/74(2H,d.J=8.6Hz) t 7.8 

1(2H.d.J=8.6Hz) 


0-1-36 


0-1 


a ^cr 


Br 


S 


H 


COOH 


150-151 


2.24(3H,s).4.03(2H 1 s),4.66(2H,s),6. 
65(1RcU=8.4Hz),7.21-7.26 1 
(2H,m), 7.47 (2H,d.J=8.7Hz), 
7.97(2H.d.J=8.7Hz) 



[0238] [^83] 



WO 2005/054213 
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R 6 




No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp 


NJMR(CDCI3 or DMSO-d6) ! 


cr-8-1 


a -8 


F3C 


Me 


0 


HH 


H 


H 


H 


H 


DPM 




2.32(3H.sX 5.23(2H.s). 6.45(1 H.d.J= 15.9 
hlz), 7.01(1 H,s), 7.05(2H,d,J=9.0Hz). 
7.20-7.40(1 OH jn). 7.51(2H,d.J=8.7HzX 
7.71 (1 H.d.J=1 5.9Hz). 7.75(2Hd.J=8.7Hz), 
7B4(2H,d.J=8.7Hz) 


Qf-8-2 


a -8 




Me 


O 


H.H 


OMe 


H 


H 


H 


DPM 




2.34C3H.SX3.01 (3H.sX5.20(2H.sX 6.45 
(1H.d,J=15.9HzX 7.00-7.41 (13H,mX 
7.02(1H,s). 7.69(1 H,d.J= 15.9Hz), 
7.74(2H,d.J=8.7Hz). 7.83(2H.d.J=a7Hz) 


a -8-3 


ff-8 




C02Me 


0 


H.H 


H 


H 


H 


H 


DPM 




3.81 (3H.s).5.41 (2H.s).6.46(1 H.d.J=1 6.2Hz 
X7.02-7.420 4H.m).7.52(1 H.d.J=B.7HzX 
7.72(1 H,d.J=1 6.2Hz).7.78(2H,d.J=8.4HzX 
8.09(2H.d.J=8.4Hz) ' 


a -8-4 


a -8 




OCH2CF3 


0 


H.H 


H 


H 


H 


H 


Me 




4.44(2H t q,J=7.8Hz). 5.27(2H.s). 6.47(1 H. 
d. J=1 6.2Hz), 7.01 (1 H.s)7.04(2H.d. J=8.7 
Hz). 7.24-7.44<10H.m).7.53(2H.d.J=9Hz). 
7.71(1H.d.J=15.9HzX 
7.77(2H,d.J=8.4Hz),8.03(2H.d,J=8.4Hz) 


a -8-5 


a -8 


F3C^ 


CH20CH3 


O 


H.H 


H 


H 


H 


H 


DPM 




3.42(3H.s),4.50(2H.s).5.29(2H.s).6.46(1H. 
d, J=1 6JZHz),7.01 -7.06(2H.m) ( 7.26-7.41 
(1 2H^n)J.52(1 H.d.J=8.7Hz).7.71(1 H,d.J= 
16.2Hz).7.7B(2H.d.J=8.4Hz).7.93(2H,d.J= 
8.4HzX 


Of -8-6 


or -8 




H 


O 


H. 
4-F- 
C6H4 


H 


H 


H 


H 


DPM 




6.40(1H,d.J=1 5.9Hz).6.51 (1 H.s).6.62(1 H.s 
).7.00-7. 1 3(5H.m).7.28-7.39(1 0H,m), 
7.4&-7.56(4H.m).7.67(1 H.d.J=1 5.9HzX 
7.70(2H,d,J=8.7HzX7.85(2H.d.J=8.7Hz) 


or -8-7 


or -8 




C02Mb 


0 


H,H 


H 


Me 


H 


H 


tBu 




1 .54(9H.S).2.43(3H.S).3.81 (3H.S).5.38(2H 
,s),8.ZZl.lH,d,d— to.?nz;,o.oo o.JJ i\£.n.mj, 
7.54(1H.d.J=9.3Hz),7.78(2H,d.J=8.1Hz).7. 
83(1H.d.J=15.9HzX8.09(2H.d.J=8.1Hz) 


Of -8-8 


a -8 


F.^ 


CH20CH3 


O 


H.H 


H 


Me 


H 


H 


Me 




Z44(3H.S).3.42(3H.S),3.80(3H l S) t 4.50(2H 
,s).5.27(2H.s).6.28(1H.d < J=15.9HzX6.85- 
6.93(2H.m).7.53(1H.d r J=8.4HzX7.74(2H.d, 
J=8.7Hz).7.92(2H.d r J=1 5.9Hz), 
7.93(1 H.d.J=8.7Hz) 


Of -8-9 


a -8 


F^O 


H 


O 


H, 
4-F- 
C6H4 


H 


Me 


H 


H 


Me 




2.40(3H.SX3.79(3H,S) t 6.25(1H.d,J=15.6H 
z).6.50(1 H.SX6.62(1 H.S).6. 83-6.9 0(2H. 
mX7.06-7.15(2H,m).7.46-7.56(3H.mX 
7.70(2H,d,J=8.4HzX7.B3-7.92(3H.m) 


or -8-10 


a -8 


F^ 


Me 


0 


H.H 


H 


Me 


H 


H 


Me 




2.32(3H,SX2.44(3H,S).3.80(3H.SX5.21(2H 
,s).6.28(1 H,d.J=1 5.9Hz),6.84-6.92(2H r m), 
7.54(1H.d.J=8.4Hz).7.75(2H.d,J=8.4Hz).7. 
84(2H.d. J=8.4Hz).7.91 (1 H.d,J=1 5.9Hz) 



[0239] [^84] 



WO 2005/054213 
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PCT/JP2004/017706 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp ■ 


MMRfCDCI3 or DMSO-d6) ^ 


a -8-11 


a-B 




CH20Et 


O 


H.H 




H 


H 


H 


Me 




L26(3H.t,J=6.9HzX3.58(2H,q.J=6.9HzX3. 
J0(3H.s).4.60(2H.s).5.35C2H,s).6.45(1Kd. 
J=15.9Hz),7.02(1H,sX7.06-7.13(3H.m). 
7.27-7.42(1 QH.mX7.69(1 H.d.J=1 5.9Hz). 
7.77(2H.d.J=8.4HzX7.94(1H.d.J=8.1Hz) 


a -8-1 2 


a -8 




CH20Et 


0 




H 


Me 


H 


H 


Me 




1.23(3H,t,J=6.9HzX2.44(3H.sX3.58(2H,q, 
J=6.9Hz).3.80(3Hs).4.54(2H,3).5.27(2H,s 
),6.28( t H.d. J= 1 5.9Hz).6.87-6.91 (2H.mX 
7.54(1 H,d, J=8.1 Hz).7.77(2H.d J=8.4Hz).7. 
92(1 H,d.J= 1 5.9Hz).7.93(2H r d.J=8.41 Hz) 


a -9-1 


Of -9 




CH20CH3 


S 


H.H 


H 


H 


H 


H 


Me 




3.44(3H,s).3.80(3H.s).4.29(2H.s),4.51(2H, 
s).6.40(1 H,d.J=1 5.9Hz).7.40-7.47(4H,mX 
7.63(1 H.d, J=1 5.9Hz),7.76(2H.dJ=8.4Hz). 
7.85(2H.d.J=8.4Hz) 


a -9-2 


a -9 




Me 


S 


KH 


OCF 
3 


H 


H 


H 


Me 




2.31 (3H.s).3.81 (3H.s).4.1 1 (2H.sX6.41(1H, 
d,J=15.9HzX7.34-7.60(4H.mX7.74(2H.d. 
J=a4Hz).7.81(2H.d,J=8.4Hz) 


a -9-3 


a -9 




H 


S 


H, 
4-F- 
C6H4 


H 


Me 


H 


H 


Me 




2.35(3H,SX3.80(3H.SX5.68(1 HSX6.31 (1 H 
.d.J=1 5.9Hz).6.70(1 H.SX7.01-7.1 0<2H,mX 
7. 1 2-7. 1 8(2H,mX7.39-7.48(3H,mX7.71 
(2H.dJ=8.4Hz).7.86(2H,d.J=8.4Hz>7.86(1 
H,d.J=15.9Hz) 


a -9-4 


a -9 




Me 


s 


KH 


H 


Me 


H 


H 


Me 




2.290H.SX2.41 (3H.SX3.8 1 (3H.SX4. 1 9(2H 
,sX6.33(1H.d.J=15.9HzX7.22-7.28(2H.mX 
7.49(1 H.d.J=9.0HzX7.74(1 H.d. J=8.4Hz),7. 
82(2H.d.J=8.4HzX7.9<K2H,d,J=15.9Hz) 


a -9-5 


a -9 




0H2OMe 


s 


H.H 


H 


Me 


H 


H 


Me 




2.41 (3H.S),3.44(3H.SX3.81 (3RsX4.28(2H 
,sX4.50(2H t sX6.33(1 H.d, J= 1 5.9Hz).7.24- 
7.26(2H,m),7.49(1H.d.J=9.0Hz).7.76(2H.d. 
J=9.0Hz).7.86(2Kd.J=9.OHz).7.9O(lH.d.J 
=15.9Hz) 


a -9-6 


a -9 




H 


s 


H, 
4-F- 
C6H4 


H 


H 


H 


H 


Me 




3.79(3H.s),6.38(2H,d. J=1 6.2Hz) r 6.69(1 H,s 
X7.02-7.08(2HjnX7.31-7.4(K6H.mX7.60 
(1 H,d.J=1 8.2HzX7.71 (2H.d.J=8.4Hz).7.86 
(2H.d.J=8.4Hz) 


a -9-7 


Ct-9 




Me 


s 


H.H 


F ' 


H 


H 


H 


Me 




2.31 (3H.sX3.81 (3H.sX4.1 9(2H.s).6.41 (1 H. 
d.J=1 5.9Hz).7.22-7^7(2H.mX7.45- 
7.50(1 H,mX7.59(1H.d.J=15.9HzX7.75(2H. 
d.J=8.4Hz).7.82(2H.d.J=8.4Hz) 


a -9-8 


a -9 




Me 


s 


H,H 


OMe 


H 


H 


H 


Me 




2.28(3H.sX3.73(3H.sX3.87(3H.s),4.35(2H. 
s).6.7 1 (1 H.d.J=1 5.9HzX7.29-7.47(3H.mX 
7.63(1 H.d,J=1 5.9HzX7.88-7.97(4H.m> 


a -9-9 


a -9 




CF3 


s 


HJH 


H 


Me 


H 


H 


Me 




2.41 (3H.SX3.80(3H.sX4^7(2H,sX6.34(1 H. 
d.J=1 5.9Hz).7.25-7.28(2H.m).7.48- 
7.51(1 H.d. J=B.7Hz).7.78(2H.d, J=8.4Hz).7. 
85(2H.d.J=8.4HzX7.90(1 H.d. J=1 5.9Hz) 


a -9-10 


a -9 




CH20Et 


s 


H.H 


H 


Me 


H 


H 


Me 




1 .27(3H.t,J=6.9HzX2.41 (3H,S),3.60(2H.q. 
J=6.9Hz),3.80<3H,8X4^8(2H.s).4.55(2H,s 
X6.33(1 H.d.J=1 5.6Hz).7.23-7.26(2Km). 
7.47-7.50(1 H^n).7.75(2H.d. J=8.4HzX 
7.86(2H.d J=8.4Hz).7.90(1 H.d.J=1 5.6Hz) 



[0240] [^85] 



WO 2005/054213 
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No 




R1 


R2 


X1 


R3,R4 


R5 


R6 


R7 


R8 


R17 


Mp 


MMK^OUOI J Or Vma\sQ9J 


Ct -9-11 






Me 


S 


H.H 


H 


OMe 


H 


H 


Me 




2.3QC3H,S).3.79(3H.s),3.89(3H.s),4.2U2H. 
s).6.49(1H.d.J=16.2Hz).6.95-6.99(2H.m) 
7.41<1H.d.J=8.4Hz).7.74(2H,d 1 J=8.7Hz).7 
82(2H.d.J=8.7Hz),7.90(1 H.o\J=1 6.2Hz) 


a -9-1 2 


a -9 


F 3 C ^ 


Me 


S 


H,H 


OEt 


H 


H 


H 


Me 




1 .50(3H,t, J=7.2Hz),2.31 (3H,s),3.81 (3H,s). 
4.1 5(3H.q. J=7.2Hz).4.1 9(2H,s).6.39(1 H.d, 
J=1 5.9Hz).6.97(1 H.d.J=1 .2Hz).7.08(1 H.d 
d.J=1 .2Hz.9.0Hz),7.42(1 H.d, J=9.0Hz).7.6 
2(1 H.d. J=1 5.9Hz)J.73(2H.d. J=8.4Hz).7.8 
1(2H.d.J=8.4Hz) 


a -9-1 3 


Of -9 


F3C 


Me 


S 


H.H 


OMe 


H 


Br 


H 


Me 




2.35(3H.s).3.81(3H.s).3.92(3H,s).4.1 1 (2H. 
s),6.41 ( 1 H.d. J=1 5.9Hz),6.93(1 H.d, J=1 -5H 
z).7.36(1 H.d.J=1 .5Hz).7.54(1 H.dJ=1 5.9H 
z).7.73(2H.d.J=8.4Hz).7.79(2H.d.J=8.4Hz) 


or -9-1 4 


a -9 




Me 


S 


H.H 


H 


OMe 


H 


OMe 


Me 




2.31(3H.S).3.78(3H,s).3.88(6H.s).4.23(2H. 
s). 6.62(2H.s),6.82(1H.d.J=16.2Hz). 
7.74(2H,d.J=8.4Hz). 

7.81(2H.d,J=8.4Hz),8.04<1 H.cW=1 6.2Hz), 


ff-9-15 


Of -9 




Me 


S 


H.H 


OEt 


H 


Br 


H 


Me 




1.52(3H,tJ=7.2Hz).2.35(3H.s).3.09(3H.s). 
4.1 5(2H.s).4.1 4(2H.q.J=7.2Hz).6.39(1 H.d. 
J=16.2Hz).6.92(1 H.d.J=1 .8Hz),7.33(1 H.d. 
J=1 .8Hz).7.52(1 H,d.J=1 5.9Hz) f 7.73(2H,d. 
J=8.4Hz).7.7 9(2H.d. J=8.4Hz) 


a -9-1 6 


a -9 




Me 


S 


H.H 


Br 


H 


Br 


H 


Me 




2.34(3H.S).3.B1 (3H.s),4.1 6(2H,s),6.42(1 H. 
d, J=1 5.9Hz).7.48(1 H.d.J=1 5.9Hz).7.72- 
7.76(4H,m),7.aO<2H,d,J=8.7Hz) 


a -9-1 7 


a-9 




H 


S 


H.H 


H 


Me 


H 


H 


Me 




2.39(3H.s),3.80(3H.S) l 4.1 9(2H.s).6.32Cl H. 
d.J=1 5.9Hz).6.52(1 H.s).7.1 7-7.2(X2H.m). 
7.40-7.45(3H.m).7.67(2H,d.J=8.4Hz), 
7.89(1H,d,J=15.9Hz) 


a -9-1 8 


or -9 




H 


s 


KH 


OMe 


H 


H 


H 


Me 




3.80(3H.s),3.93(3H,S).4.18(2H,s).6.39(1H. 
d. J=1 5.9Hz).6.54(1 H.s).7.07(1 H.dd,J=7.8. 
1 .5Hz).7.32(1 H.d,J=8.1 Hz).7.40-7.43(2H. 
m).7.62(1 H,d,J=1 5.9Hz).7.64~7.B7(2H,m) 


or -9-1 9 


a -9 




H 


s 


KH 


H 


Me 


H 


H 


Me 




2.4fX3H.s).3.80(3H,s).4^1(2H.s).6.32(1K 
d. J=1 5.9Hz),6.63(1 H.s).7.1 8-7.20(2H.m). 
7.47(1 H,d.J=8.7Hz),7.7 1 (2H.d. J=8.4Hz).7. 
87(2H.d. J=8.4Hz),7.89(1 H.d. J=1 5.9Hz) 


a -9-20 


a -9 


j& 


H 


s 


H.H 


OMe 


H 


H 


H 


Me 




3.60(3H.s).3.93(3H.s).4.20(2H.s),6.39(1H. 
d. J=1 5.9Hz),6.64(1 H,s).6.97(1 H.d. J=1 .5H 
z).7.07(1 H.dd. J=1 .5Hz,8.1 Hz).7.32(1 H.d.J 
=8.1Hz),7.62(1H,d.J=15.9Hz),730(2H.d.J 
=8.1 Hz),7.84(2H,d.J=8.1 Hz) 


a -9-21 


ar-9 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


Me 




1 27(3H,t. J=7.2Hz).3.6 1 (2H,q. J=7-2Hz),3. 
81(3Ks).3.93(3H.s).4.27(2H.s).4.57(2Ks). 
6.40(1 H.d. J=1 5\9Hz),6.98(1 H.d, J=1 .5Hz). 
7.09(1 H.dd. J=7.8,t .5Hz).7.43(1 H.d. J=7.8 
Hz),7.63(1 H.d,J=1 5.9Hz).7.75(2H.d.J=8.1 
Hz).7.86(1H.d.J=8.1Hz) 


a -9-22 


a -9 


jo 


Me 


s 


H.H 


OMe 


H 

1 . 


H 


Me 


Me 




2.30(3H,s).2.36(3H.s) ( 3.82(3H r e),3.90(3H. 
s).4. 1 7(2H.s).6.34(1 H.d.J=1 5.9Hz).7.0O(1 
H.s).7^5(1 H.s).7.72-7.93(5H/n) 



[0241] [&86] 



WO 2005/054213 



187 



PCT/JP2004/017706 



No 




R1 


R2 


X1 


R3.R4 


R5 


RB 


R7 


R8 


R17 


Mp 1 


MMR(COCI3 or DMS0-d6) 


or -9-23 


Of -9 




CH20Me 


S 


H.H ( 


DMe 


H 


H 


H 


Me 


? 


3.44(3H f s).3.8U3H.s).3.93(3H.s).4.26(2H. 
5).4.52(2H,s),6.41 (1 H,d.J=1 6.4Hz),6.98(1 
H.d. J=1 .8Hz).7.09(1 H.dd, J=1 .8H2.B.I Hz). 
7.43(1 H.d.J=B.1 Hz).7.63(1 H.d. J=1 5.9Hz). 
7.75(2H.d.J=8.7Hz).7.86(2H.d,J=B.7Hz) 


or -9-24 


or -9 




Me 


S 


H.H 


CI 


H 


H 


H 


Me 




Z.32(3H,s),3.81 (3H,s),4.23(2H,s),6.40(1 H. 
d. J=1 6.8Hz).7.37-7.41 (1 Hm).7.52-7.60( 
3H.m).7.74(2H.d.J=B.4Hz). 
7.81(2H,d.J=8.4Hz) 


ar-10-2 
-2 


a-10 




Me 


S 


H.H 


H 


H 


H 
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4=1 .8Hz).7.09(1 H.dd. J=8.1 Hz.1 8Hz).7.43 
(1 H.d.J=8. 1 Hz).7.63(1 H.d ,J=t 5.9Hz).7.74 
(2H,dJ=8.4Hz).7.89(2H,d.J=8.4Hz) 


ar-X-4 






CH20nPr 


s 


H.H 


OMe 


H 


H 


H 


Me 




n atzf>u* 1—7 rui\ 1 *;a— 1 7lf9t-t ml 
0.9 5k3rl,t, J— 7.3Hz/, 1 .DSr- 1 . / 1 vzn.m J, 

3.50(2H,d.J=6.6Hz).3.81(3H,s).3.92(3H,s), 

4.26(2H.s).4.56(2H.s).6.40(1H.d.J=15.9Hz 

),6.97(1 H.d.J=1 .BHz).7.08(1 H.dd. J=7.BHz. 

1.8Hz).7.42(1 H.d.J=7.8Hz).7.63(1 H.d.J=1 

5.9Hz).7-74(2H.dJ=8.1Hz).7.87(2H.d.J=6. 

1Hz) 


ar-X-5 






, CH20nPr 


s 


H.H 


H 


OMe 


H 


OMe 


i Me 




0.97(3H,t,J=7.5Hz).1 60-1 .72(2H.m). 
3.51(2H,d,J=6.6Hz).3.78(3H.s).3.87(6H.sX 
4.32(2H,s).4.57(2H.s).6.63(2H.s),6.81 (1 H. 
<tJ=1 6.5Hz).7.75(2KdJ=84Hz).7.86(2H, 



[0242] [^87] 



WO 2005/054213 



188 



PCT/JP2004/017706 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp r 


*MR(CDCI3 or DMSO-d6) 
























( 


i, J=8.4Hz),8.04(! H,d,J=1 6.5Hz) 


Of-X-6 


I 




Et 


S 


H.H 


H 


DMe 


H ( 


DMe 


Me 


( 


l.29(3H.tJ=7.5Hz),2.76(2H.q,J=7.5Hz).3. 
78C3H.s),3.88(6H,s)A24(2H,6).6.63(2H.s). 
5.82(1 H,d,J=1 6.2Hz).7.44(2HdJ=8.4Hz). 
7.81 (2H.d.J=8.4Hz),8.04(1 H,d.J=1 6.2Hz) 


Qf-X-7 






C02H 


S 


H,H 


H 


OMe 


H 


OMe 


Me 




3.62(2H,q,J=10.2)„3.78(3H.s).388(6H.s).4 
33(2H.s).6.58(2H,s).6.81 (1 H.d, J=1 6.5Hz), 
7.79(4H.brs),8.03(1H,d f J=16.5Hz) 


Qf-X-8 






CH20CH2 
cPr 


s 


H.H 


H 


OMe 


H 


OMe 


Me 




0.22-O.27(2H.m).O.56-O.63(2Km).1.O6- 
1 . 1 9(1 Km),3.40(2H.d. J=7.2Hz),3.78(3H, s 
>.3.87<6H.s).4.33(2H,s).4.59(2H,s).6.63(2 
M ^ fi R1 ( 1 H d J=1 6 2Hz) 7 75(2H d J=8 4 
Hz)J.87(2H,d.J=8.4Hz).8.04(1H.d,J=16.2 
Hz) 


cr-X-9 






Me 


s 


H.H 


CI 


H 


H 


H 


Me 




2.32(3H,s>. 3.8U3H.S). 4.23(2H,s).6.40 
(1H,d.J=16.8Hz). 7.37-7.41 (1H,m). 7.52- 
7 fifif 1H 7 74C2H d J=8 4Hz) 
7.81(2H.d.J=8.4Hz) 


a-X-10 






Me 


s 


H.H 


H 


F 


H 


F 


Me 




2.30(3H.s).3.8U3H.sX4.21(2H.s).6.68(1H. 
d. J=1 6.5Hz).6.99(2H.d.J=9.3Hz).7.70(1 H. 
A 1-1 R t H-iy\ 7 7R(2H A J=8 4.1-fe) 7 82C2H 
d.J=8.4Hz) 


a-X-11 




F 3 C^^ 


CH20Et 


s 


H.H 


H 


OMe 


H 


OMe 


Me 




1.28(3H,t.J=6.9Hz).3.62(2H.q,J=6.9Hz). 
3.78(3H.s).3.88(6H,s),4.32(2H.s),4.58(2H, 
_^ e co/9u c \ fi oi/i u h .1=16 5H?> 7 76(2 
H.d.J=8.4Hz),7.85(2H,d,J=8.4Hz).8.04(1H 
.d.J=16.5Hz) 


Of-X-12 






Me 


s 


H f H 


Me 


Li 


rl 


^1 


Me 




? 30(3H s) 2 36(3H s) 3 80(3H s) 4 1 8(2H 
s),6.40(1 H,d,J=1 6.0Hz).7.33(2H.m),7.46(1 
H.d,J=8.1 Hz).7.62(1 H.d.J=1 6.0Hz).7.74(2 
H.d,J=8.1Hz).7.82(2H.d,J=8.1Hz) 


a-x-13 






Me 


s 


H.H 


H 


Me 


H 


Me 


Me 




2.2 1 (3H,s),2.47(6H,s).3.80(3H.s),3.87(2H 
s).6.41 (1 H.d.J=1 5.9Hz),7.24(2H,s,),7.58(1 
H.dJ=15.9Hz).7.74(2H.d r J=8.4Hz),7.80(2 
H.d.J=8.4Hz) 


a-X-14 






Me 


s 


H.H 


H 


CI 


H 


H 


Me 






a?-X-15 






Me 


Q 




l_j 


p 


l_l 




Me 






a-X-16 




F 3 C^^ 


Me 


s 


H.H 


Me 


H 


Me 


H 


Me 






a-X-17 






Me 


s 


H.H 


Et 


H 


H 


H 


Me 




1 .2 1 (3H.t J=7.5Hz).2.29(3H.s),2.74(2H,q. 
J=7.5Hz).3.80(3H.s).4.1 8(2H.s).6.41 (1 H,d, 
J=1 6.2Hz),7.30~7.50<3H.m).7.63(1 H.d.J= 
1 5.9Hz),7.74(2H.d,J=8.4Hz),7.81 (2H,o\J= 
8.4Hz) 


a-x-18 






< CONH2 


s 


H.H 


H 


OMe 


H 


OMe 


Me 







[0243] [^88] 



WO 2005/054213 



189 



PCT/JP2004/017706 



R 6 




No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


mp 


MMR(CDCI3 or DMSO-do) 


£-2-1 


0-2 




Me 


0 


H.H 


H 


H 


H 


H 


224- 
224.5 


2.35<3H.s). 5.25(2H,s). 
5.32(1 H,d,J=l 5.6Hz), 7.07(2H,d.J=8.7Hz), 
7.54(2H,d. J=8.7Hz). 7.65(1 H,d.J=1 6.2Hz), 
7.78(2H.d,J=8.4Hz), 7.88(2H,d,J=8.4Hz) 


0-2-2 


0-2 




Me 


0 


H.H 


OMe 


H 


H 


H 


235- 
235.5 


2.38(3H.s), 3.93(3H,s), 5.30(2H.s). 
6.33(1 H.d,J=15.9Hz), 7.01-7.20(3H,mX 
7.64(1 H,d.J=15.9Hz), 
7.782(2H t d.J=8.4Hz), 7.87(2H,dJ=8,4Hz) 


£-2-3 


0-2 




C02Me 


o 


H,H 


H 


H 


H 


H 


201- 
203 


3.83(3H.sX5.43(2H,s),6.33(1H.d.J=15.9Hz 
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N1MR(CDCI3 or DMSO-d6) 


0-2- 
25 


0-2 


r jy 


CF3 


S 


H,H 


H 


Me 


H 


H 


194- 1 
196 ' 


2.42(3H.S),4.27(2H.s),6.32(1 H.d.J=1 5.9H 
*>.7.25-7.28(2H,m).7.51 (1 H,d,J=8.7Hz), 
7.79(2H.d.J=8.4Hz).7.88(2H.d.J=8.4Hz).7. 
91(1H,d.J=15.9Hz) 


0-2- 
26 


0-2 




CH20Et 


S 


H,H 


H 


Me 


H 


H 


178- 
180 


1.27(3H.tJ=6.9Hz).2.43(3H,S).3.6CK2Kq. 

J=6.9Hz).4.3Q(2H.s),4.56(2H,s),6.34(1H,d, 

J=15.9Hz).7.25-7.28(2H.mX7.75(2H.d, 

J=8.4Hz).7.87(2H,d.J=8.4Hz).7.99(1H,d.J 

=15.9Hz) 


0-2- 
27 


0-2 


,,0" 


Me 


S 


H.H 


H 


OMe 


H 


H 


199- 
201 


2.30(3H.S).3.B9(2H,s)A22(2H,s).6.47ClH, 
d. J=1 6.2Hz).6.96-7.0(X2H,m).7.43 
(1H.d.J=8.4Hz).7.75(2H.d.Jae.7Hz).7.82(2 
H.d. J=8.7Hz).7.92(1 H.d.J=1 6.2Hz) 


0-2- 
28 


0-2 


FaC^ 


Me 


S 


H.H 


OEt 


H 


H 


H 


215- 
216 


1.50(3H.t.J=7.2Hz).2.31(3H.s).4.16(3H.q. 
J=7.2Hz),4.20(2H,s).6.39(1 H.d. J=1 5.9Hz). 
6.99(1 H.d.J=1 .2Hz).7.1 0(1 H,dd.J=1 2Hz.7 
.8Hz).7.44(1 H.d.J=7.8Hz).7.70(1 H.d. J=1 5. 
9Hz).7.74(2H.d.J=8.7Hz).7.82(2H.d.J=8.7 
Hz) 


0-2- 
29 


0-2 


r jy 


Me 


S 


KH 


OMe 


H 


Br 


H 


246- 
247 


2.3(X3H.s).3.86(3H.s).4.1 8(2H.s).6.70(1 H. 
d. J=1 5.9Hz).7.39( 1 H.s).7.5 1 (1 H.d. J=1 5.9 
Hz).7.58(1H,s).7.90(4H.s) 


0-2- 
30 


0-2 


,jy 


Me 


S 


H,H 


H 


OMe 


H 


OMe 


176.5 
-178 


2.301 (3H.S). 3.879(6H.s). 4.527(2H,s), 
6.637(1 H.d r J=1 6.2Hz). 6.761 (2H.s). 
7.848(1 H,d.J=16.2Hz). 7.906(2H.d, 
J=8.7Hz). 7.964(2H.d.J=8.7Hz) 


0-2- 
31 


0-2 




Me 


S 


H.H 


Br 


H 


H 


H 


220.5 
-222 


2.310(3H.S). 4.515(2H.s). 6.535(1H.d. 
J=1 5.9Hz). 7.535(1 H.d.J=15.9Hz). 
7.6 1 5(1 H.d. J=8.4Hz),7.75-8.1 0(6H.m). 


0-2- 
32 


0-2 


,jy 


Me 


s 


H.H 


OEt 


H 


Br 


H 


228- 
229 


1 .36(3H.t J=6.6Hz),2.3(X3H.s).4.1 4(2H,q, 
J=6.6Hz),4.21 (2H.s).6.69(1 H.d. J=1 5.6Hz). 
7.37(1 H,s).7.5Q(1 H.d. J=1 5.6),7.56(1 H.s),7 
.90(4Ks) 


0-2- 
33 


0-2 




Me 


s 


H.H 


Br 


H 


Br 


H 


243- 
245 


2.33(3H,S).4.16(2H.s).6.41 (1 H.d.J=1 5.9H 
z).7.47(1H.d.J=15.9Hz).7.74(2H.br.s).7.75 
(2H.d. J=8.4Hz).7.81 (2H.d. J=8.7Hz) 


0-2- 
34 


0-2 




H 


s 


H.H 


H 


Me 


H 


H 


186- 
188 


2.41 (3H,S)A20(2H.s),6.33(1 H,d.J=1 5.9H 
z).6.53(1 Ks),7. 1 9-7.21 (2H.m).7.40-7.45 
(2H.m).7.51(1H.d,J=9.0Hz).7.65-7.70 
(2H.m).7.98(1H.d.J=1 5.9Hz) 


0-2- 
35 


0-2 




H 


s 


H.H 


OMe 


H 


H 


H 


185- 
187.5 


3.94(3H.S).4.1 9(2H.s).6.39(1 H.d.J=1 5.9H 
z).6.54(1 H,s).7.08(1 H.ddJ=7.8.1.5Hz).7.3 
2(1 H.dJ=8.1 Hz).7.40-7.44(2H.m),7.62- 
7.67(2H.m).7.68(1 H.d,J=1 5.9Hz) 


0-2- 
! 36 


0-2 




Me 


s 


H.H 


OMe 


H 


OMe 


H 


241.5 
242.5 


2.2B(3H.S). 3.78(6H.s). 4.04(2H.s). 
6.66(1 H.d.J=15.9Hz). 6.98(2Hbrs). 
7.54(1 H.d.J=15.9Hz). 7.91(4H.brs) 


0-2- 
37 


0-2 




Me 


s 


H.H 


OMe 


H 


CI 


H 


234.5 
235.5 


2.30OH.S).3.06(3H.s).4.1 7(2H,s), 6.71 
(1 H.d.J=1 5.9Hz). 7.36(1 H.brs).7.45 
(1 H.brs).7.52(1 H.d.J=1 5.9Hz).7.80- 
8.00(4H.m) 


0-2- 
38 


0-2 


.jy 


H 


s 


HH 


H 


Me 


H 


H 


179.5 
181.5 


2.4(X3H.s).4.1 2(2H.s).6.31 (1 H.d. J=1 5.9Hz 

).6.66(1 H.s).7.1 9-7.21 (2H.m). 

7.50(1 H.d.J=8.4).7.72(2H.d.J=8.1 Hz),7.87 



[0246] [^91] 



WO 2005/054213 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


mp 


^MR(CDCI3 or DMSO-d6) j 






















( 


:2H,d.J=8.1H2),7.90(1H,d.J=15.9) 


£-2- 
39 


0-2 




H 


S 


H.H 


OMe 


H 


H 


H 


207- 
209 


3.95(3H.sX4.21(2H,s),6.39(1H.d,J=16.2Hz 
>,6.68(1 H.s).7.02(1 Kd.J=1 .5Hz).7.08(1 H.d 
d.J=1.5Hz.8.1Hz).7.33(2H.d,J=8.1Hz).7-6 
2(1 H,d. J=1 6.2Hz).7.72(2H.d.J=8.1 Hz).7.8 
B(2H,d,J=8.1) 


0-2- 
40 


0-2 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


188- 
190 


1.27(3HXJ=7.2Hz).3.62(2H.q.J=7.2Hz),3. 
94(3Ks).4.28(2RsX4.58(2H.6X6.41(1H.d. 
J=1 5.9Hz).7.00(1 H.d.J=1 .5Hz>,7.1 2(1 H,dd 
, J=7.8,1 .5Hz),7.45(1 H.d, J=8. 1 Hz).7.72(1 H 
,d.J=1 5.9Hz).7.75(2H.d\J=8.1 Hz),7.86(1 H. 
d t J=8.1Hz) 


0-2- 
41 


0-2 




CH20Et 


o 


H.H 


OMe 


H 


H 


H 


203- 
204 


1 .21 (3Ht,J=7.2Hz).3.59(2H.q.J=7.2HzX3. 
91 (K3H < s).4.61(2H.sX5.35(2H,s).6.31 (1 H.d 
,J=1 5.9Hz).7.06-7.1 4(3H.mX 7.64(1 H.d, 
J=1 5.9Hz).7.77(2H.d.J=8.1 Hz),7.94(1 H.d. 
J=8.1Hz) 


0-2- 
42 


0-2 




CH20Et 


o 


HM 


H 


Me 


H 


H 


189- 
191 


1.22(3H.tJ=7.2Hz).2.46(3H.s),3.59(2H.a 

J=7.2Hz).4.55(2H 1 s).5.29(2H.s).8.30(1H.d, 

J=1 5.9Hz).6.88-6.93(2H.m). 

7.59(1 H.d.J=8.7Hz).7.77(2H.d.J=8.1 Hz).7. 

94(2H.d. J=8. 1 Hz).8.01 (1 H.d,J=1 5.9Hz) 


0-2- 
43 


0-2 




Me 


s 


H.H 


CF3 


H 


H 


H 


236- 
237 


2.28(3H.S>. 4.57(2H.sX 

6.69(1 H.d.J=15.9Hz). 

7.64(1 H.d.J=1 5.9Hz). 7.82-8.08(7H.m). 


0-2- 
44 


0-2 




Me 


s 


H,H 


H 


CF3 


H 


H 


189- 
190 


2.30(3H,S). 4.56(2H.sX 

6.64(1 H.d.J=1 5.6Hz). 7.68-7.83(3H.m). 

7.91(2H,d.J=8.7Hz). 7.97(2H.d.J=8.7Hz). 

8.01(1H.d.J=8.4Hz) 


0-2- 
45 


0-2 




Me 


s 


H.H 


OMe 


H 


H 


Me 




2.30(3H.s).2.36(3H.s).3.9U3H.s).4.17(2H. 
s).6.31 (1 H.d. J=1 5.9Hz).7.03(1 H.s).7.24(1 
H,s).7-72-7.83(4H.m). 
7.90(1 H.d.J=15.9Hz) 


0-2- 
46 


0-2 




CH20Me 


s 




OMe 


H 


H 


H 




3.45(3H.s).3.93(3H.s).4^e(2H.s).4.53(2H. 
s).6.39(1 H,d. J=1 5.9Hz).7.01-7.1 1 (2H.mX 
7.42(1 H.d.J=7.8Hz).7.63(1 H.d.J=1 5.9Hz). 
7.76(2H.d.J=8,1 Hz).7.86(2H.d.J=8.1 Hz) 


0-2- 
47 


0-2 




Me 


s 


H.H 


H 


CI 


H 


H 


225- 
226 


2.290H.S). 4.52(2H,sX 6.61 (1H.d.J=1 5.9 
Hz). 7.4 1 (1 H.dd. J=8.4Hz. 1 .8Hz).7.63 
(1 H.d, J=1 .8Hz).7.81 (1 H.d. J=1 5.9Hz),7.89( 
1H,d,J=8.4Hz). 7.91(2H,d,J=8.7HzX 
7.96(2H,d,J=8.7Hz). 


0-2- 
49 


0-2 




Me 


s 


H,H 


H 


F 


H 


H 


221- 
222 


2.290H.SX 4.51 (2H.sX 

r> r- n / -i lit ■ m /» oil \ 1 n J ^ J ~}i OI_l -- - ^ 

6.56(1 H,d,J=1 6.2Hz), 7.24-7.47lZH,m/. 
7.59(1 H.d.J=1 6.2HzX 7.78(1 H.t J=8.1 Hz). 
7.90(2H.d.J=8.7Hz), 7.96(2H.d,J=8.7Hz) 


0-2- 
50 


0-2 




Me 


s 


H,H 


Me 


H 


Me 


H 


241- 
241.5 


2.19(3H.S). 2.39(6H.s).4.01(2H.s). 
6.53(1 H,d,J=14.4HzX 7.40- 
7.54(3H,m).792(4H.brs) 


0-2- 
51 


0-2 




Me 


s 


H,H 


CI 

1 


H 


H 


H 




2.33(3H,s),4.24(2H.sX6.39(1 H,d. J=1 5.9Hz 
),7.41 (1 H. dd. J=1 .5HzX8.4HzX7.53- 
7.55(2H.m).7.56(1 H.d. J=1 5.9Hz).7.75(2H. 
d,J=8.4Hz).7.84(2H,d,J=8.4Hz) 



[0247] [^92] 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


mp 


NMR(CDCI3 or DMSO-d6) 


0-X-1 






CF3 


S 


H,H 


OMe 


H 


H 


H 


190- 
192 


3.94(3H.s) A26(2KsX6.42(1 H.dvt= 1 6.2Hz 
))7.0 1 (1 H.d. J=1 .5Hz),7.09(1 H.dd. J=7.8Hz. 
1 5Hz).7.43(1 H.d. J=7.8Hz),7.71 (1 H.d, J=1 
6.2Hz).7.77(2H.dJ=8.7Hz).7.83(2H.dJ=8. 
7Hz) 


$ -X-2 






CH20CH2 
CF3 


s 


H.H 


OMe 


H 


H 


H 


212- 
214 


3.92(3H.s).3.97(2H.q.J=8.7Hz).4.25(2H.s). 
4.77(2Ks).6.39(1 H.d,J=1 6.2Hz)),7.00(1H, 
d,J=1 5Hz),7.09(1 H.dd. J=7.8Hz,1 .5Hz),7. 
40(1 H.d. J=7.8Hz).7.62(1 H.d J=1 6.2Hz).7. 
76(2H,d J=8.1 Hz).7.85(2H.d.J=8.1 Hz) 


£-X-3 






CH20CCH 
2)20Me 


s 


H 


OMe 


H 


H 


H 


146- 
148 


3.39(3H.s).3.57-3.60(2H.m),3.69-3.72 
(2H.m).3.93(3H.s).4.29(2H.s).4.66(2H.s),6. 
40(1H.d,J=1 5.9Hz)),6.99(1 H.d.J=1 8Hz),7. 
11(1 H.dd. J=7.8Hz. 1 .5Hz).7.45(1 H.d. J=7.8 
Hz).7.71 ( 1 H.d J=1 5.9Hz).7.74(2H.d J=8.4 
Hz).7.89(2H.d.J=8.4Hz) 


B -X-4 






CH20nPr 


s 


H.H 


OMe 


H 


H 


H 


174- 
176 


0.96(3H.t J=7.5Hz).1 .60-1 .72(2H.m). 
3.5 1 (2H,d. J=6.6Hz),3.94(3H,s).4.28(2H.s). 
4.57(2H.s).6.41 (1 H.cW=1 6.2Hz)).7.0O(1 H. 
d. J=1 .8Hz).7.1 2(1 H.dd, J=7.8Hz.1 8Hz).7. 
45(1H,d,J=7.8Hz),7.72(1H,d.J=16.2Hz).7. 
75(2H.dJ=8.4Hz).7.87(2H.d.J=8.4Hz) 


iS-X-5 




jCT 


CH20nPr 


s 


H,H 


H 


OMe 


H 


OMe 


166- 
167 


0.97(3H.t J=7.5Hz),1 61 -1 .72(2H.m). 
3.52(2H,d.J=6.6Hz),3.89(6H,s).4.33(2H,s). 
4.57(2H.s).6.63(2H«s),6.82(1 H,d, J=1 6.5Hz 
).7.75(2H,dJ=8.4Hz).7.85(2H,d.J=8.4Hz),8 
.14(1H,d.J=16.5Hz) 


0-X-6 






Et 


s 


H.H 


H 


OMe 


H 


OMe 


174- 
175 


1.29(3H.t.J=7.5Hz)2.76(2H.q.J=7.5Hz).3. 
89(6H.e),4.25(2H.s).6.63(2H.s).6.83(1H.d. 
J=1 6.5Hz),7.74(2H,d J=8.4Hz).7.81 (2H.d. 
J=8.4Hz).8.1 4(1 H.d. J=1 6.5Hz) 


&-X-1 






C02H 


s 


H.H 


H 


OMe 


H 


OMe 


219- 
221 (d 

ec) 


3.74(2Ks)..3.87(6H,s).4.35(2H.s).6.61(2H. 
s).6.80(1 H.d, J=1 6.2Hz).7.76(2H.d. J=8.4H 
z).7.S5(2H,d.J=8.4Hz).8.05(1 H.d.J=1 6.5H 

z) 


0-X-8 






CH20CH2 
cPr 


s 


H.H 


H 


OMe 


H 


OMe 


165- 
167 


0.22-O.27(2H.m).O.57-0.63(2H/ii).1.O6- 
1.1 9(1 H.m).3.40(2H.d.J=6.9Hz).3.89(6H.s) 
,4.34(2H.s) f 4.60(2H.s).6.63(2H.s).6.82(1H. 
d.J=16.2Hz),7/75(2H.d.J=8.4Hz).7.87(2H. 
d,J=8.4Hz),8.1 3(1 H.d.J=16.2Hz) 


/S-X-9 




XT 


Me 


s 


H.H 


CI 


H 


H 


H 


219- 
220 


2.33(3H.s) f 4.24(2H.s). 6.39(1 H,d,J=1 5.9 
Hz). 7.4l(1H.dd,J=1-5Hz. 8.4Hz). 7.53- 
7.55(2 H.m). 7.56(1 H,d.J=1 5.9 Hz), 
7.75(2H.d.J=8.4Hz). 7.82(2H.d.J=8.4Hz) 


£-x- 

10 






Me 


s 


H.H 


H 


F 


H 


F 


215- 
217 


Z29(3Hs).4.57(2H.s).6.51(1H.d l J=16.5Hz 
).7.35(2H.d.J=9.9Hz).7.48(1H.d.J=16.5Hz) 
.7.91(2H.dJ=8.4Hz),7.96(2H.d.J=8.4 Hz) 


0-X- 

11 






CH20Et 


s 


H.H 


H 


OMe 


H 


OMe 


147- 
148 


1 . 1 6(3H,t J=6.9Hz),3.56(2H.q. J=6.9Hz).3. 
87(6H.s).4.53 (2H.s\ 4.58 (2H,s),6.63(1 H, 
d.J=1 6.2Hz).6.76(2H.s).7.84(1 H,d J=1 6.2 
Hz).7.94(2H,d,J=8.4Hz).8.01(2H,d.J=8.4H 
z) 



[0248] [^93] 



WO 2005/054213 



194 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


mp 


NMRCCDCI3 or DMS0-d6) 


0-x- 

12 






Me 


S 


H.H 


Me 


H 


H 


H 


196- 
198 


2.27(3H,s),2.28(3H.s>.4.41 (2H.s),6.45(1 H. 
d,J=1 6.2Hz).7.51(1 H.d.J=1 6.2Hz),7.54(3H 
,m).7.94(4H.m) 


P A 

13 






trie 


o 




l_j 


Me 




Me 


248- 
249 


2.1 9(3H,s),2.38(BH,s),4.52(2H,s).6.54(1 H. 
d.J=1 5.9Hz).7.46(2H,s.).7.48(1 H.dJ=15.9 
Hz),7.92(4H,brs) 


£-x- 

14 






Me 


S 


H.H 


H 


CI 


H 


H 


225- 
226 


2.29(3H,s).4.52(2H,s),6.61(1H.d.J=15.9Hz 
X7.41 (1 H.d. J=8.4Hz).7.63(1 H.t J=l .8Hz), 
7.89(1 H.d.J=8.4Hz),7.91 (2H.d, J=8.7Hz).7. 
96<2H.d.J=8.7Hz) 


£-x- 

15 






Me 


S 


H,H 


H 


F 


,H 


H 


221- 
222 


2.29(3H,s),4.51(2H.s).6.56(1H.d.J=1 6.2Hz 
),7.24-7.47(2H.m). 

7.59(1 H.d.J=1 6.2Hz).778(1 H.t J=8.1 Hz)7 
.90(2H.d.J=8.7Hz).7.96(2H.d.J=8.7Hz) 


0-X- 
16 






Me 


s 


H,H 


Me 


H 


Me 


H 


241- 
241.5 


2.1 9(3H,s).2.39(6H.s).4.01 (2H.s).6.53(1 H. 
d.J=1 4.4Hz).7.40-7.54(3H.m). 
7.92(4H.brs) 


0-x- 

17 






Me 


s 


H.H 


Et 


H 


H 


H 


198.5 
199.5 


1 .1 4(3HxJ=7.2Hz),2.28(3H r s).2.66(2H,q, 
J=7.2Hz).4.41 (2H,s),6.52(1 H.d,J=1 5.9 Hz), 
7.50-7.62(4H,m) 

7.90(2H.d.J=8.7Hz).7.94(2H,d,J=8.7Hz) 


0-X- 
18 






OONH2 


s 


H,H 


H 


OMe 


H 


OMe 


226- 
227 


1.04(3H.t.J=6Hz).3.87(6H.s).4.55(2H.s).6. 
64(1 H.d. J=1 6.2Hz).6.73(2H.s).7.84(1 H.d. J 
=16.2Hz).7.80- 

8.14(2H.m),7.94(2H.d.J=8.4Hz).8.04(2H,d. 
J=8.4Hz) 



[0249] [*94] 



WO 2005/054213 
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No 




R1 


R2 
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1 H,s\6.94(1 H.d.J=8.4Hz)7.31 (1 h.d, J 
=8.4Hz).7.75(2Kd,J=8.7Hz).7.89(2H, 
dJ=8.7Hz) 


a-U- 
40 




jy 


Me 


S 


H.H 


Me 


H 


H 


H 


H 


Me 


H 


Me 




2.19(3H.s),2.47(3H,s).2.85(3H.s).3.73 
(3H.s).3.96(2H.s).4.73(2H.s).6.81 0 H. 
s),6.93(1 H.d.J=8.4Hz).7.31(1 H.d.J=8, 
4Hz),7.73(2H,d,J=8.7Hz),),7.80<2Hd. 
J=B.7Hz) 



[0254] [^99] 




No 


R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


AA-1 


,jy 


Me 


S 


H.H 


H 


H 


H 


H 


H 


H 


H 


AA-2 


,jy 


Me 


0 


H.H 


H 


H 


H 


Me 


H 


H 


H 


AA-3 


jy 


Me 


S 


H.H 


H 


H 


H 


Me 


H 


H 


H 


AA-4 


,jy 


Me 


O 


H.H 


H 


H 


H 


Et 


H 


H 


H 


AA-5 


jy 


Me 


S 


H.H 


H 


H 


H 


Et 


H 


H 


H 
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No 


R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


RIO 


R20 


R21 


AA-7 




Me 


S 


H,H 


H 


H 


H 


nPr 


H 


H ! 


H 


AA-8 




Me 


0 


H.H 


H 


H 


H 


Me 


Me 


H 


H 


AA-9 


,jy 


Me 


s 


H,H 


H 


H 


H 


Me 


Me 


H 


H 


AA-11 


,jy 


Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


AA-12 




Me 


0 


H.H 


H 


H 


H 


H 


H 


H 


OMe 


AA-13 


.jy 


Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


OMe 


AA-14 


jy 


Me 


0 


H.H 


H 


H 


H 


H 


H 


Me 


Me 


AA-16 


jy 


Me 


0 


H,H 


H 


H 


H 


H* 


H 


Me 


H 


AA-17 


jy 


Me 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


AA-19 


jy 


Me 


s 


H,H 


H 


H 


H 


H 


H 


Et 


H 


AA-21 




Me 


s 


H.H 


H 


H 


H 


H 


H 


nPr 


H 


AA-22 


jy 


Me 


o 


H.H 


H 


H 


H 


H 


H 


CH2CH2NMe2 


H 


AA-23 


jy 


Me 


s 


H,H 


H 


H 


H 


H 


H 


CH2CH2NMe2 


H 


AA-24 


<jy 


Me 


0 


H.H 


H 


H 


H 


H 


H 


CH2CONH2 


H 


AA-25 

\ 


,jy 


Me 


s 


H.H 


H 


H 


H 


H 


H 


CH2CONH2 


H 
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No 


R1 


R2 


XI 


R3.R4 


R5 


R7 


R8 


R9 


RIO 


R20 


R21 


AA-26 




Me 


0 


H.H 


H 


H 


H 


H 


H 


CH2CH20H 


H 


AA-27 




Me 


s 


H.H 


H 


H 


H 


H 


H 


CH2CH20H 


H 


AA-28 




Me 


o 


H.H 


H 


H 


H 


H 


H 


CH2CH20Me 


H 


AA-29 




Me 


s 


H.H 


H 


H 


H 


H 


H 


CH2CH20Me 


H 


AA-30 




Me 


0 


H.H 


H 


OMe 


H 


H 


H 


H 


H 


AA-31 


jcr 


Me 


s 


H.H 


H 


OMe 


H 


H 


H 


H 


H 


AA-32 




Me 


0 


H.H 


H 


Me 


H 


H 


H 


H 


H 


AA-33 




Me 


s 


H.H 


H 


Me 


H 


H 


H 


H 


H 


AA-34 




Me 


o 


H,H 


H 


H 


Me 


H 


H 


H 


H 


AA-35 


jy 


Me 


s 


H.H 


H 


H 


OMe 


H 


H 


H 


H 


AA-36 


jy 


Me 


o 


H.H 


H 


H 


OMe 


H 


H 


H 


H 


AA-37 


jy 


Me 


s 


H.H 


H 


H 


Me 


H 


H 


H 


H 


AA-38 


jy 


MeOCH2 


o 


H,H 


H 


H 


H 


H 


H 


H 


H 


AA-39 


jy 


MeOCH2 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


AA-40 


jy 


EtOCH2 


o 


H.H 


H 


H 

i 


H 

i 


H 

i 


H 

i 


H 


H 
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No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


RIO 


R20 


R21 


mp 


NMRCCDC13 or DMSO-d6) 


£-3-1 


£-3 




Me 


o 


H.H 


H 


H 


H 


H 


H 


H 


H 


159- 
160 


2.34(3H.s).4.88(2H,s),5.23(2H,s),6.52 

/ -i T T J T ATT X /> TT J J T O A 

(lH,d,J=3.QHz) 1 6.98(lH,dd,J=2.4, 
9.0Hz), 7.08(lH,d,J=3.0Hz),7.17(lH,d 
,J=9.0Hz),7.27(lH.d,J=2.4Hz),7.75(2 
H,d,J=8.4Hz).7.84(2H,d,J=8.4 Hz). 


£-4-1 


£-4 




Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


139- 
141 


2.23(3H,s),4.18(2H,s),4.79(2H,s),6.36 
(lH,d,J=2.7Hz), 7.12-7.36 (2H,m). 
7.63(lH,S),7.90(2H.d,J=9.0Hz),7.94( 
2H,d. J=9.0 Hz). 


£-3-2 


£-3 




Me 


0 


HM 


H 


H 


H 


Me 


H 


H 


H 


184- 
186 


1 .70(3H.d. J=7.2Hz),2.31 (3H.s).5.24(2H.s>,5 
.27(1 H.Q. J=7.2Hz) t 6.40(1 H,d,J=3.0Hz),6.8B 
(1 H.dd.J=9.0.2.4Hz).7.25(1 H.d,J=£4Hz).7. 
35(1 H,d,J=9.0Hz),7.43(1 H.d,J=3.0Hz),7.92( 
2H,d.J=8.7Hz).7.99(2H.d.J=8.7Hz) 


£-3-3 


£-3 


jcr 


Me 


o 


H.H 


H 


H 


H 


nPr 


H 


H 


H 


139- 
141 


0.84(3Ht.J=7.2Hz).1 .1 0(2H).2.1 1 (2H.q.J=7 
.2H2).2.3U3H.s) l 5.13(1H,t,J=7.2Hz).5.24(2 
H.s).6,4 1 (1 H.d. J=3.0Hz).6.88(1 H.dd. J=9.0. 
2.4Hz),7.25(1 Kd. J=2.4Hz).7.40(1 Kd. J=9.0 
Hz).7.42(1H.d.J=3.0Hz).7.92(2H,d.J=8.7Hz 
).7.99(2H,dJ=8.7Hz) 


£-4-2 


*st 




CH20Et 


s 


H,H 


H 


H 


H 


H 


H 


H 


H 


152- 
154 


1.1 3(3H.tJ=6.9Hz).3.51(2H.q,J=6.9Hz).4.2 
2(2H.s).4.49(2H.s).4.92(2H.s).6.39(1H.d.J= 
2.7Hz).7. 1 8(1 H.dd. J=8.4.1 .8Hz).7.34(2H).7. 
65(1 H.d.J=1 .8Hz),7.93(2H.d,J=8.7Hz),7.98( 
2H.d.J=B.7Hz) 


£-4-3 


£-4 




CH20nPr 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


159- 
161 


0.85(3H.tJ=7^Hz).1.53(2H).3.42(2H.tJ=6. 
6Hz),4.23(2H.s).4.49(2H.s).5.0O(2H,s).6.4O( 
1 H.d.J=3.0Hz).7.1 9(1 H.dd.J=8.4.1 .8Hz).7.3 
6(2H).7.66(1H.d.J=1.BHz).7.92(2H.d.J=8.7 
Hz).7.98(2H.d.J=8.7Hz) j 


£-3-4 


£-3 




Me 


0 


H,H 


Me 


H 


H 


H 


H 


H 


H 


195- 
197 


2.29(3H.s).2.33(3H.s).4.94(2H.s),5.17(2H.s) 
,6.40(1 H.d. J=3.3Hz).7.03(1 H.d.J=9.0Hz).7. 
1 7(1 H.d. J=9.0Hz)7.29(1 H.d. J=3.3Hz).7.63( 
2H,d.J=8.7Hz),7.78(2H,d.J=8.7Hz) 


£-4-4 


£-4 




Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


164- 
166 


Z 1 8(3H.s).4.1 8(2H.s).4.99(2H.s).6.41 (1 H.d. 
J=3.0Hz).7 1 7( 1 H.dd, JsB.4, 1 8Hz).7.35(2H). 
7.60(2H.d.J=8.7Hz).7.64(1Kd.J=1.8Hz).7.7 
2(2H,d,J=8.7Hz) 


£-3-5 


£-3 


ex 


Me 


o 


H.H 


Me 


H 


H 


H 


H 


H 


H 


178- 
180 


2.30(3H.s).2.33(3H,s).4.94(2H.s).5.1B(2H,s) 
.6.40(1 H.dd.J=3.3,0.6Hz).7.03(l H.d.J=9.0H 
z).7.1 7(1 H,d.J=9.0Hz),7.29(1 H.d. J=3.3Hz). 
7.56(2H.d.J=8.7Hz).7.90(2H.d.J=8.7Hz) 



[0258] [^103] 



WO 2005/054213 



203 
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No 




D1 


DO 


X1 




R5 


R7 


R8 


nn 

Ka 


R10 


R20 


R21 




NMR(CDCI3 or DMSO-d6) 


£-3-6 


£-3 




CH=NOEt 


0 


H.H 


Me 


H 


H 


H 


H 


H 


H 


172- 
174 


1 .1 7(3H,t,J=6.9Hz).2.32(3H.s),4.06(2H.q.J 
=6.9Hz).4.95(2H.s).5.34(2H,s).6.40(lH.d,J= 
2.7Hz).7.02(1 H.d. J=8.7Hz).7.1 7(1 H.d. J=8.7 
Hz).7.29(1H.d.J=2.7Hz).7.95(2H.d.J=i8.4Hz 
).8.10(2H.d,J=8.4Hz).8.36(1 H.s) 


£-3-7 


£-3 




CH20nPr 


0 


H.H 


H 


H 


H 


H 


H 


H 


H 


131— 
132 


0.92(3H,t»J=7.2Hz),1 .58-1 .68(2H,m),3.49 
(2H.d.J=6.6Hz).4.57(2H.s\4.87(2H.s).5.28( 
2H.s).6.52(1 H.d. J=3.0Hz>,6.96(1 H,dd,J=8.7 
Hz.J=2.4Hz).7.07(1 H.d.J=3.0Hz) ,7.1 5(1 H.d. 
J==8.7Hz).7.26(1H.d,J=2.4Hz),7.76(ZH.aJ=B 
.4Hz),7.97(2H,d.J=8.4Hz) 


£-4-5 


£-4 


XX 


CH20CH2 
cPr 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


140- 
142 


0.1 9-0.24(2am).0.53-O.60(2H,m).1 .04- 
1 .1 6(1 H,m),3.35(2H,d,J=e.9Hz),4.1 8(2H.s). 
4.50(2H,6).4.85(2H,s).6.50(1H.d.J=3.3Hz).7 
.07(1 H,d, J=3.3Hz),7.1 6(1 H,d,J=8.4Hz).7.Z9 
(1 H.dd.J=8.4Hz.l .8Hz).7.72-7.75(3H.m), 
7.90(1 H,d.vl=8.7Hz> 


£-4-6 


£-4 




Me 


s 




H 


H 


H 


H 


H 


Me 


Me 


132- 
133 


2. 1 7(3H,s),2^0(3H,s).2.28(3H.sX.4.07(2H > s 
),4.77(2H.s>,7.05(1H.d.J=8.4Hz).7.21(1H,dd 
, J=8.4Hz.J=1.5Hz).7. 57(1 H.d, J=1 .5Hz).7.7 
2(2H.d,J=8.4Hz),7.79(2H.d.J=8.4Hz) 


£-4-7 


0-4 




CH20Et 


s 


H.H 


H 


H 


H 


H 


H 


Me 


Me 


122- 
125 


1 .24(3H.tJ=6.9Hz).2. 1 7(3H,s).2.28(3H,s).3. 
56(2H.q,J=6.9Hz),4.17(2H,s),4.46(2as),4.7 
7(2H,s),7.06(1 H.d J=8.1 Hz),7.23(1 Hdd.J=8 
.1 Hz. J=1 .5Hz), 7.57(1 H,d. J=1 .5Hz).7.74(2H. 
d,J=8.1 Hz).),7.87(2H.d.J=8.1 Hz) 


£-4-8 


£-4 




CH=NOEt 


s 


H.H 


H 


H 


H 


H 


H 


H 


H 


159- 
160 


1 .35(3H.t J=6.9Hz). 4.24(2H.q.J=6.9Hz). 
4.31(2H.s). 4.85(2H.s). 6.51(1 H.dd. 
J=0.9Hz.3.3Hz). 7.06(1 H,d,J=3.3Hz), 
7. 1 7(1 H.d, J=8.4Hz). 7.31 (1 H.dd, J=1 .5Hz, 
8.4Hz). 7.73-7.84(5H,m). 8.18(lH,s) 


£-4-9 


£-4 


C) XX 


CH20Et 


s 


HJH 


Me 


H 


H 


H 


H 


H 


H 


170- 
172 


1.23(3H,tJ=6.9Hz). 2.64(3H.s). 
3.53(2H,q, J=6.9Hz). 4.05(2H,s). 4.40(2H,s), 
4.80(2H.s), 7.05(2H.d.J=8.4Hz). 
7.09(1 H,m). 7.34(1 H,d.%l=6.4Hz). 
7.46(2H.d.J=8.7Hz). 7.68(2H,dJ=8.7Hz) 


£-3-8 


£-3 




Me 


o 


HM 


H 


H 


H 


H 


H 


rxPr 


H 


163- 
164 


0.99(3H.tJ=7.2Hz).1 .68-1 .75(2H.m). 
2.35(3H.s).Z.69(2H.t.J=7.2Hz).4.81(2H.s).5. 
24iZ H,s).o.B4U H.sad.9 / vl n.do, J— o. / 
z),7.12(1H,d.J=8.7Hz).7.20(1H.d.J=2.4Hz\ 
7.75(2H,d.J=8.7Hz).7.84(2H,d.J=8.7Hz) 


£-3-9 


£-3 




Me 


0 


HM 


H 


H 


H 


H 


H 


Et 


H 


145- 
147 


1.32(3H.tJ=7.2Hz),2.38(3H.s).2.75(2H,qJ 
=7.2Hz).4.82(2H,s).5.23(2H,s)6.86(1H,s).6. 
97(1 H.dd,J=9.0^.7Hz).7.1 3(1 H.d,J=9Hz).7. 
21 (1 H.d J=2.7Hz).7.75(2H.d. J=9.0HzX7.84( 
2H.dJ=9.0Hz) 


£-3-10 


£-3 




Me 


o 


H.H 


H 


H 


H 


H 


H 


CN 


H 


207- 
209 


2.38(3H,s)4.91(2H.s).5.23(2H.s),7.10(1H.dd 
.J=9.0Z7Hz),7.32(1 H,d.J=9Hz).7.35(1 H,s). 
7.74(1H,s).7.78(2H,d.J=9.0Hz).7.89(2H.d.J 
=9.0Hz) 


£-4-10 


£-4 




Me 


s 




H 


H 


H 


H 


H 


H 


H 


208- 
209 


2.23(3Ks).4.1 8(2H^).4.79(2H.s).6.36(1 H.d. 
J=2.7Hz). 7.12-7.36 (2H,m), 7.63(1 H.S), 
7.90(2H.d.J=9.0Hz).7.94(2H.d.J=9.0Hz). 



[0259] [^104] 



WO 2005/054213 



204 
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No 


□ IS 


R1 


R2 


XI 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R2 
1 


mp 


MMRfflDCQ or DMSO— dfi) 


0-3-11 


0-3 


F jCX 


Me 


O 


H.H 


H 


H 


H 


H 


H 


H 


Me 


204- 
205 


2.38(3H,s),2.39(3H,s).4.B 1 (2H.s).5.21 (2Ks) 
6.27(1 H.s).6.89(1 H,dd T J=2.4Hz,9.0Hz),7.09 

H.dJ=8.4Hz).7.84(2H.d.J=8.4Hz). 


£-3-12 


£-3 




CH20Et 


0 


H.H 


H 


H 


H 


H 


H 


H 


H 


143- 
144 


1.24(3H.tJ=7.0Hz).3.60(2H,q,J=7.0Hz), 
4.58(2H.sX4.88(2H.s).5.28(2H,s),6.52(1H.d 

i—O al|,i g> Q7/-I LJ AA I— 1 PiVAt Q (1^7^ 7 Oft f 

1 H,d. J=3.0Hz).7.1 6(1 H,d.J=9.0Hz),7.26(1 H. 
d.J=3.0Hz).7.76(2H,dJ=7.8Hz).7.96(2H.dJ 
=7.8Hz). 


£-3-13 


£-3 




Me 


O 


H.H 


H 


OMe 


H 


H 


H 


H 


H 


188- 
189 


2.38(3H.s).3.9 1 (3H.s),4.86(2Hs).5.25(2H.s) 
,6.47 w H,d. J-o.UHz;,b./4U M.sJ.o.y l\ t n.a.j 
=3.0Hz).7.28(1H.8).7.74(2H.d.J=8.4Hz).7.8 
4(2H.d.J=8.4Hz). 


£-3-14 


£-3 




Me 


O 


H.H 


Me 


H 


H 


H 


H 


H 


H 


202- 
203 


2.30(3H.s).2.34(3H.s).4.95(2H.s).5.20(2H.s) 

D 14/111 j i — o mj_\ -t nAft l_f A 1— O ~7 L— J 

,6.4 HI H,d,J-3.0Hz;,7.04t,1 H.d J— o. /nZJ, 
7.18(1 H,d,J=9.0Hz).7.30(1 H.d.J=3.0Hz),7.9 
3(2 Kd. J=8.4Hz).8,00(2H.d J=8.4Hz). 


£-3-15 


£-3 




CH20Et 


o 


H,H 


Me 


H 


H 


H 


H 


H 


H 


196- 
197 


1.23(3H.t,J=6.9Hz),2.34(3H.8).3.53(2H 1 q f J 
=6.9HzX4.59t2H p sJ.4.95v2H,Sj.0.2JU£rl,W. 
6.41 (1 H.dJ=3.0Hz).7.04(1 H.d.J=9.0Hz).7.1 
8(1 H,d.J=9.0Hz).7.30(1 H,d.J=3.0Hz).7.97(2 
H.d,J=8.1 Hz).8.05(2H.d,J=8.1 Hz). 


£-3-16 


£-3 




Me 


o 


H.H 


H 


H 


H 


H 


H 


Me 


H 


160- 
161 


2.30(3H.s).2.35(3H,s).4.81(2H.s),5.Z4«H,s; 
.6.84(1 H,s).6.96(1 rtddJ=2.4Hz.9.0Hz).7.1 1 
(1 H,d.J=9.0Hz),7.1 8(1H.d,J=2.4Hz). 
7.75(2H.dJ=8.» Hz).7.84(2H^.J=8.1 Hz). 


£-3-17 


£-3 




Me 


0 


H.H 


Et 


H 


H 


H 


H 


H 


H 


21 1— 
212 


1 .2 5(3 H.t. J-7.5 Hz).2.38k3n,s;^.» JWH.q. J 
=7.2Hz).4.88(2H.s).5.20(2H.s).6.56(1H.dJ= 
3.0Hz).7.06-7.12(3H.m).7.75(2H.d 
J=8.7Hz).7.86(2H.dJ=8.7Hz). 


£-3-18 


£-3 




Me 


o 


H,H 


Me 


H 


H 


H 


H 


Me 


H 


119— 
121 


1 OT/OIJ _\ o ia/lU «\ 0 AOf 1LJ A 7Q/"9M 

Z.37C3n,s;.Z.49wH,s;^oA'3M.sA4./oWn.5; 
,5.1 5(2H.s),6.81 (1 H,s) f 6.96(1 H,d,J=8.7Hz). 
7.02(1H.dJ=8.7Hz).7.75(2H.dJ=9.0Hz).7.8 
6(2H.dJ=9.0 Hz). 


£-4-11 


£-4 




Me 


s 


H,H 


OMe 


H 


H 


H 


H 


H 


H 


167- 
168 


2.40(3H.s>.4.08(3H.sX4.85(2H,s).5.22{2H.s) 
,o.o /U n,a.J— <J.onz./,0.otH • t%QM = 9.ura/, 
7.O2-7.08(2H.m).7.75(2H.dJ=8.4Hz). 
7.85(2H.dJ=8.4Hz). 


£-3-19 


£-3 




Me 


0 


H.H 


CH20 
Me 


H 


H 


H 


H 


H 


H 




9 c \ OA/ 114. 4 fi^f9H c) 4 Q7(9H s) 

.5.23(2H.s).6.49(1 H.d.J=3.3Hz),7.09<1 KdJ 

=9.0Hz).7.30-7.38(2H,m).7.93(2H.d. 

J=8.4Hz).8.00(2H.d,J=8.4Hz). 


£-4-12 


0-4 




CH20Et 


s 


H.H 


Me 


H 


H 


H 


H 


H 


H 


182- 
184 


1.23(3H,t,J=7.2Hz),2.64<3H.s),3.55(2H.q l J 
=7.2Hz),4.08(2H.s).4.43(2H.s).4.86(2H,s).6. 
57(1 H.d.J=3.3Hz).7.03(1 H,dJ=8.7Hz),7.07( 
1 H.d. J=3.3Hz),7.36(1 H,d. J=8.7Hz).7.74(2H. 
d.J=8.7Hz).7.87(2H.dJ=8.7Hz). \ 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R7 


R8 


R9 
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R20 


R2 
1 


mp 


NMRCCDCI3 or DMSO-d6) 
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S 


H.H 


Me 


H 


H 


H 


H 


H 


H 


202- 
204 


2.20(3H.s),2.64(3H 1 s),3.99(2H.s)A86(2H,s) 
.6.55(1 H,d, J=3.3Hz).7.03(l H.d. J=8.1 Hz).7. 
07(1 H.d. J=3.3Hz).7.35(1 H.d. J=8.1 Hz).7.73( 
2Kd,J=8.4Hz).7.79(2H.d.J=8.4Hz). 


0 -3-22 


0-3 




Me 


O 


H.H 


Me 


H 


H 


H 


H 


Me 


H 


120- 
122 


2.33(3H.s).2.48(3H.s).2.61(3H.s),4.77(2H.s) 
.5.1 3(2Hs).6.80(1 H.s>.6.95(1 H.d»J=8.7Hz). 
7.02(1H,d,J=8.7Hz).7.47(2H,d,J=8.7Hz)/7.6 
7(2H.d,J=8.7Hz). 


0 -3-23 


0-3 




CH20Et 


O 


H,H 


Me 


H 


H 


H 


H 


Me 


H 


107- 
108 


1.25(3H,tJ : =7.0Hz)Z49(3Ks)^.62(3H.s),3. 
61(2Kq.J=7.0Hz).4.60(2H.s).4.77(2H.s).5.2 
t(2H.s).6.81(1 H,s>,6.97(1 ttd.J=9.0Hz). 
7.03(1H.d,J=9.0Hz).7.77(2H.dJ=9.OHz),7.9 
7(2H.d.J=9.0 Hz). 


0-4-14 


0-4 




H 


S 


H. 
p- 
FC6H4 


H 


H 


H 


H 


H 


H 


H 


147- 
14B 


4_98(2H.s).5.81 (1 H.s).6.39(1 H.d.J=3.0Hz). 
7.1 8(2H.dd. J=9.0,8.9Hz),7.1 8-7.20(1 Hjn), 
7.33(1 H.d.J=8.7Hz).7.34(1 H.d.J=3.0Hz).7.5 
1(1 H,s).7.60(2H.dd.J=8.9.5.4Hz).7.65{1 H.s) 
.7.89(2H,d,J=8.4Hz),8.09(2H.d.J=8.4Hz) 


0 -3-24 


0-3 




CH=NOnPr 


O 


H.H 


Me 


H 


H 


H 


H 


H 


H 


125.0 
127.0 


0.80(3H.t.J=7.5Hz).1 .49-1 .61 (2H.m).2.30 

(3H,s).3.93(2H,t J=6.9Hz).4.88 (2H. s). 5.32 

(2H.s),6.38(1 H,d.J=3.3Hz), 

6.91 (1 H.<W=8.7Hz).7.1 4(1 H.o\J=8.7Hz).7.2 

7(1H.d,J=3.3Hz).7.93(2H,d,J=8.4Hz).8.08(2 

H,d,J=8.4Hz).8.35 (1H. s) 


0 -3-25 


3-3 


f 3 ct^ 


Et 


O 


H.H 


Me 


H 


H 


H 


H 


Me 


H 


114- 
116 


1.30(3H.U=7.2Hz).248(3H^)Z62(3Hs).2. 

82(2H,q.J=7.2Hz).4J6(2H.s).5.15(2H.s).6.7 

9(1H 1 s).6.96(1H.d,J=8.7Hz), 

7.02(1H.d.J=8.7Hz).7.75(2H.d.J=8.4Hz).).7 

85(2H.d.J=8.4Hz) 


0-4-15 


0-4 




CH20Et 
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Me 
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139- 
142 


1.24(3H.tJ=6.9Hz)Z47(3H.s)^B3(3H,s).3. 
55(2H.q.J=6.9rlz)4.05(2H.s),4.43(2H. 5 ).4.7 
6(2H.s).6.79(1 H.s).6.93(1 H.d, J=8.7Hz)7.32( 
1 Kd J=8.7Hz).7.74(2H.ttJ=8.4Hz).).78B(2H 
.d.J=8.4Hz) 
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2.l9(3H.s).2.48(3H.s) 1 2.84(3H > 9),3.95(3H.3) 
.4.72(2H.5).6.81(1H,s).6.96(1H,d.J=8.4Hz). 
7.30(1H.d.J=8.4Hz),7.73(2H.d.J=8.7Hr).).7. 
80(2H.d.J=8.7Hz) 
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R1 


R2 


XI 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R20 


R21 


BB-34 




Me 


S 


H.H 


H 
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OMe 


H 


H 


H 


H 


BB-35 




Me 
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H.H 
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OMe 
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H.H 


H. 
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Me 


H 


H 


H 
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BB-37 
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[0264] [^109] 




No 




R1 


R2 


X1 


R3.R4 




mp 


NMR(CDCI3 or DMSO-d6) 


a-13-1 


Of-13 




Me 


O 


H.H 






1.28(3H.t,J=7.2Hz) f 2.33(3H,s),4.25(2H 
.q,J=7.2Hz).4.86(2H.s).5.25(2H.s),7.02( 
2H,d,J=8.7Hz).7.71(2H.d,J=9.0Hz).7.7 
4(2H.d.J=8.4Hz).7.83(2H.d,J=9.0Hz) 


or -13-2 


df-13 




Me 


0 


H.H 






1.25(3H.t,J=7.2Hz).2.34(3H.s).4.22<2H 
,q.J=7.2Hz),5.1 2(2H,b).5.24(2H.s).7.1 5( 
1H.dd.J=9.0Hz.2.4Hz).7.28(2H.m).7.75 
(2H.d. J=8. 1 Hz).7.84(2H.d. J=8.4Hz).7.9 
7(1H.d.J=0.9Hz) 


ff-13-3 


ff-13 




Me 


o 


H.H 






1 .25(3H.t J=7.2HzX2.34(3H,s).3.81 (2H 
,s),4.1 6(2Kq. J=7.2Hz).5.27(2H.s),7.1 2( 
1 H.dd.J=8.7.Z4Hz).7.21(1 H.sX7.49(1 H 
.d. J=2.4Hz).7.68(1 H.d.J=8.7Hz).7.75(2 
H.d,J=8.4Hz),7.84(2H,d.J=8.4Hz) 



[0265] [^110] 
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No 




R1 


R2 




R3.R4 






mp 


NMRCCDCI3 or DMSO-d6) 


X1 






a -14-1 


a-14 




Me 


S 


H.H 






1 .21 (3H.t, J=7.2HzX2.24<3H.sX3.66(2H 
itfoui n .1=7 ?HtI 4 1 9f2H s) 7 38( 
1 H.d, J=1 .8Hz).7.43Cl H,dd.J=8.4.1 8Hz 
).7.69C1 H.dd,J=8.4 r 1 .2Hz),773(2H,d. J= 
B.4HzX7.80(2H,d.J=8.4HzX7.92(1H.d.J 
=1.2Hz) \ 


a -13-4 


a-13 




CH20Et 


O 


H.H 


Me. 


| S ""\yC0 2 Et 




1 .24(3H.t J=7.2Hz).1 .26((3H.d.J=7.2H 

-.1 9 A Cfou 1 CQf OU t 1— ft QU 7 1 *\ A9f 
z.),Z.&0{ori,S).<j.Dii\£T\i,Kj— D.anzAJ.OLV 

2H.sX4.17(2H,aJ=7.2HzX4.58(2H,s).5. 

33(2H.s).7.22(1H,d.J=8.7Hz).7^3(1H.d 

,J=0.9Hz).7.60(lH.d.J=8.7Hz).7.78(2H. 

d.J=8.7HzX).796(2H,d,J=8.7Hz> 


Of -13-5 


Of-13 




CH=NOEt 


O 


H.H 




a 




).2.45(3H.s).3.81 (1 H.d,J=0.9Hz),4.06(2 
H.tJ=7.2Hz),4.17(2H,q,J=6.9Hz).5.43( 
2Ks),7.1 9(1 H.d. J=8.7Hz).7.22(1 H.d.J= 

n QH7I 7 RRM H H t-fl 7H7I 7 77(1 H d J 

=8.1 Hz),79 1 (2H.d.J=8.1 Hz).8.21 (1 H.s) 


a -14-2 


a-14 




CH20Et 


s 


H.H 






1.26(3H.tJ=6.9Hz).2.64(3H.sX3.58(2H 

2H.sX4.50(2H.s).7.36(1H,s),7.52-7.57 
l4:n,rru, 1 . / Olxn.a, u— 0. / nzj, / 0 Azn.a.u 
=8.7Hz) 


a -14-3 


a-14 




Me 


s 


H.H 


Me v 






2.25(3H.sX.2.63(3H,sX3.70(3H,sX3.83( 
2H,d.J=0.9HzX4.09(2H.s).7.36(1H.sX7. 
52-7.57(2H,mX7.73(2H,d,J-8.4Hz;, 
780(2H,d.J=8.4Hz) 


Of -13-6 


or-13 




Me 


o 


H.H 




A, 




2.32(3H.sX3.48(5H.s).5.27(2H.sX6.26( 
1 H f sX6.97-7.25(2H^nX7.52Cl H.d. 
J=9.3Hz).7.76(2H.d.J=8.4Hz).7.85(2H. 




















d.J=8.4HzX 


Of -14-4 


or-14 


F 3 C^^ 


Me 


s 


H.H 








Of -14-5 


Of-14 




Me 


s 


H.H 








Of -1 4-6 


a-14 




Me 


s 


H.H 








1.29(3H.d,J=6.9Hz).2.49-2.64(2H,mX 
3.20-3.32(1 H,mX3.62(3H,s).3.83 
(2H.s).3.9(X3H.sX4.21(2H.s).6.73-6.76 
(2H,mX7.33(1 H.d,J=8.1 Hz),7.75- 
7.82(4H.m) 
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r 3 ? 4 Vv^" 



No 




R1 


R2 


X1 


R3.R4 




mp 


MMR(CDCI3 or DMSO-d6) 


£-6-1 


£-6 




Me 


O 


H.H 


XJ 


221- 
222 


2.37<3H.sX4.95(2H.sX5.27<2H,s),7.09(2 
H,mX7.66(1H,d.J=8.7HzX7.78(2H.d.J=8. 

lu-^ 7 QftfOUl H .1=8 1 Hz) B 11(1 H s) 


£-6-2 


£-6 




Me 


O 


H,H 




237- 
238.5 


2.35(3H.s).5.12(2H.s).5.25<2H.s).7.18(1 

H.m).7.33(1H.m),7.75- 

7.98(4H.m).7.98(1H.s) 


£-6-3 


£-6 


<jy 


Me 


0 


H,H 


&~ 


163- 
164 


2.33(3H.sX3.87(2H.s).5.27(2H,s).7.16(1 
H.dd.J=8.7^.4Hz).7.21 (1 H.s).7.51 (IH.d, 
J=2.4HzX7.68(1H,d.J=8.7HzX7.76(2H.d. 
J=8.4Hz).7.85(2H.d.J=8.4Hz> 


£-7-1 


£-7 




Me 


S 


H.H 




143 


2.27(3H.s),3.87{2H,s) t 4.18(2H > 6) r 7.38(1 
H.d.J=1 .8Hz).7.43C1 H.dd.J=8.4.1 .8Hz),7. 
67(1H.d l J=8.4Hz) I 773(2H.d,J=8.4Hz).7. 
80(2H,d.J=8.4HzX7.92(1 H.d.J=1 .2Hz) 


£-6-4 


£-6 




CH20Et 


0 


H,H 


f'\£0 2 H 

"XT 


181- 
182 


1.33(3H,t,J=7.2HzX2.45(3H,s),3.59<2H.t, 
J=7.2HzX3.86(2H.d.J=0.9HzX4.58(2H.s) 
t 5.32(2H,sX7.23(1 H,d,J=8.7Hz),7.24(1 H. 
d.J=a9Hz)X7.58(1H,d.J=8.7HzX7.77(2H 
,d,J=8.7HzXX795(2H,d,J=8.7Hz) 


£-6-5 


£-6 


,jy 


CH=N0Et 


O 


H.H 




160- 
162 


1 .20(3H,t J=6.9Hz).2.45(3H 1 s),3.86(1 H,d 
,J=0.9HzX4.05(2H,t,J=6.9HzX.5.43(2H^ 
X7.1 9(1 H.d.J=8. 1 Hz).7.24(1 H.d, J=0.9Hz 
X7.56C1 H.d. J=8. 1 Hz).7.77(2H.d. J=8.1 Hz 
X7.90(2H.d.J=8.1 HzX).8.21(1 H.s) 


£-7-2 


£-7 


jy 


CH20Et 


S 


H.H 




163- 
164 


1.25C3H.t.J=6.9Hz).2.64(3H.s).3.57(2H.q 
,J=6.9HzX3.86(2H.s).4.19(2H.sX4.50(2H 
.s).7.38(1H.s).7.52-7.57(2H.m).7.74 
(2H.d.J=8.4Hz),7.86(2H.dJ=8.4Hz) 


£-7-3 


£-7 


,jy 


Me 


S 


H.H 


f~\j C0 2 H 


190- 
191 


2.25(3H.sX2.63(3KsX3.82(2H.sX4.09(2 
HsX7.39(1 H.s).7.5 1 -7.60C2H jn).7.74 
(2H.d.J=8.7Hz).X7.80(2H.d.J=8.7Hz) 


£-6-6 
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jy 


Me 
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H.H 
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176- 
177 


2.32(3H.s).3.78(2H.sX5.27(2H.sX6.30(1 
H.s).6.98-7.04(2H.mX7.52(1 H.d. 
J=9.6Hz).7.76(2H.d.J=8.4Hz).7.85<2H,d. 
J=8.4HzX 


£-7-4 


£-7 


r jy 


Me 


s 


H.H 






1 .97(1 H,m).2.24(1 H,mX2.30(3H,sX2.48( 
1H/nX2.9B(2H.m).3.06(2H,mX4.25(2H,s) 
,7-27(2H.m),7.72'"7.83(4H r mX7.94(1H l d. 
J=8.1Hz) 
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=1 .8Hz).7.33(1 H.m),7.74(1 H.d. J=8.4HzX 
7.81(1 H.d J=8.7Hz) 
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CO2R 1 



No 




R1 


R2 


X1 


R3.R4 




mp 


NMRCCDCI3 or DMSO-d6) 


a -12-1 


or-12 




Me 


S 


HJH 






2.29(3H,s) > 3.74(3H,sX4.21(2H,s),7.2 

3-7.52(6H,m),7.74(2H,d,J=8.7Hz), 

7.83(2H,d.J=8.7Hz). 


a -12-2 


a-12 




CH20Et 


s 


H.H 






1.27(3H f t,J=6.9Hz), 3.60 
(2H,q,J=6.9Hz), 3.74(3H,s), 
4.29(2H,s), 4.53(2H,s), 
7.24(2H,d,J=5.4Hz) > 
7.33(2H,d»J=9 0Hz), 7,43(2H,s), 
7.49(2H,d,J=5.4Hz), 
7.79(2H,d,J=9-0Hz) 


a -12-3 


a-12 




CH20Et 


s 


H.H 






1 .29(3H.t J=6.93Hz),3.6 1 (3H,t J=6.9Hz).3 
.74(3H.s).4.3(K2H.s)A55(2H.s).7.24(1H.d. 
J=5.4Hz)J.44<4H,s).7.50<1H.d.J=5.4Hz) > 7 
76(2H,d,J=8.4HzX7.88(2H,d,J=8.4HzX 


ot -12-4 


ar-12 




CH20nPr 


s 


H,H 






0.97(3H,t, J=7.4Hz), 1 .57-1 .73(2 H,m), 
3.51(3H,t,J=6.6Hz).3.74(3H.s),4.30(2H.s), 
4.55(2H.s).7.24(1H.dJ=5.4H2).7.44(4H.s). 
7.50(1H,d.J=5.4HzX7.75(2H,d,J=8.4HzX7. 
8 9(2H.d, J=8.4Hz). 


ar- 
XXX- 1 






Me 


0 


H.H 


^Jv^ 1 CC^Me 




1.2K3H.t,J=7.2Hz).2.33(3H.sX4.29(2H.q. 
J=7.2Hz).5.27(2H.s).7.13(2H.d,J=8.7HzX7 
65(2H f d,J=8.7Hz),7.76(2Kd.J=8.7Hz).7.8 
5(2H.d, J=8.7Hz),9.03(1 H.s) > 9.35(1 H.s) 


a- 
XXX-2 






Me 


0 


H,H 






2.34(3H.sX3.85(3H.s).5.26(2H, s),7.1 1 (2H, 
d. J=8.7Hz).7.76(2H.d. J=8.4Hz).78 1 (2H.d. 
J=8.4Hz).7.85(2H,d,J=8.7Hz)8.88(1Ks) 


(X- 
XXX-3 






Me 


0 


H.H 






2.33(3H.s) f 2.74(3H.5).3.81(3H.m).5.25(2H 
,s).7.O9(2H.d.J=9.0Hz).7.76(4H.d.J=8.7Hz 
).7.85(2H.d.J=8.1Hz) 


Qf- 
XXX-4 






Me 


s 


H.H 






1 .28(1 H.m).1 .60(1 H,m).1 .87(1 H,m).2.27(3 
H,sX2-48(1H f mX3.71(3H^X4.10(2H.s).7.0 
2(2H,d.J=8.4HzX7.32(2H,d,J=8.4HzX7.74 
(2H.d. J=8.1 HzX7.81 (2H,d,J=8.1 Hz) i 
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CO z H 



No 




R1 


R2 


X1 


R3.R4 




mp 


NMRCCDCI3 or DMSO-d6) 


£-5-1 


£-5 




Me 


S 


H.H 






139- 
141 


2.52(3H.s).4.20(2H.s).7.26(1H.d.J=5.4H 
z).7.4 1 (2H.d. J=8.7Hz),7.45(2H.d. J=8.7H 
z).7.54(1H.d.J=5.4Hz).7.72(2H.d,J=8.4H 
z).7.81(2H.d.J=8.4Hz). 


£-5-2 


£-5 


F 3 CO^ 


CH20Et 


S 


H,H 


jy^ 


302H 


106- 

1 H7 
I U / 


1.26(3H,t,J-69Hz), 
3.59(2H,q,J=6.9Hz), 4.29(2H,s) p 
4.52(2H,s), 7.24-7.54<8H,m), 
7.79(2H,d,J=9.0Hz) 


£-5-3 


£-5 




0H2OEt 


S 


H,H 




127- 
1 on 

I CO 


1.27(3H.t,J=6.9Hz).3.6(X3H.t.J=6.9Hz). 

7.40-7.56(5H.m).7.75(2H.d.J=8.4Hz). 
7.87(2H.d,J=8.4Hz). 


£-5-4 


£-5 


r jy 


CH20nPr 


S 


H,H 




132- 
133 


0.96(3H.t J=7.3Hz).1 .57-1 .74(2H,m), 

3 5(tf 3H t J=7 3Hz) 4 3CX2H s) 

4.54(2H.s),7.25(1H.d.J=5.4Hz).7.42(2K 

d.J=87Hz),7.46(2H.d.J=8.7Hz).7.53(1H. 

d.J=5.4Hz).7.74(2H.d.J=8.1Hz),7.88(2H. 

o\J=8.1Hz). 


£- 

XXX- 1 




jy 


Me 


O 


H.H 




162 


2.33(3H.s). 5.27(2H.s). 7.14(2H.d. 
J=6.9Hz),7.71-7.77(4H.m), 7.83(2H,d, 
J=8.4Hz). 9.18(1 Ks). 9.37(1H,s) 
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H.H 




258- 
259 


2.36(3H.s),5.27(2H.s).7.1 1 (2H.m).7.8<X4 
H.m),7.86(2H,m).8.92(1 H,s) 
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XXX-3 






Me 


O 


H.H 




233- 
234 


2.31(3H.s),2.68(3H.s),5.34(2H.s).7.12(2 

H.d.J=8.7Hz).7.74(2H.d.J=8.7Hz).7.93(2 

H,d.J=8.4Hz).8.00(2H.d.J=8.4Hz> 


£-5-5 


£-5 


jy 


Me 


S 


H.H 




153- 
155 


1 .37(1 Hjm), 1 .63(1 H,m),1 88(1 H,m),2.27( 
3H.s).2.51 (1 H.m).4.1 0(2H,s).7.O4(2H.d,J 
=8.4Hz),7.33(2H.d,J=8.4Hz),7.74(2H,d,J 
=8.4Hz).7.82(2H.d.J=8.4Hz) 
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R 15 

X^COOR 17 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R10 


R15 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


a- 
16-1 


a-16 






s 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 




2.57<6H),3.7 1 (6H),3.89(3H.s).3.91 C 

3H.s),4.29(2H.s).4.63(2H,s),6.87(1 

H.d,J=35.1Hz).7.16(2H). 

7.44(1 H 1 d.J=8.4Hz).7.74(2H,d. J=8. 

4Hz).7.86(2H.d.J=8.4Hz) 


a- 
16-2 


a-16 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1 .26C3H,t, J=6.9Hz).3.6CK2H.a J=6. 
9Hz).3.89(3H,s),3.91 (3H.s)A26(2H 
.s).4.55(2H.s).6.88(1H.d,J=35.1Hz). 
7.1 6(2H),7.32(2Kd. J=9.0Hz).7.44( 
1 H,d.J=8.4Hz),7.78(2Kd. J=9.0Hz) 


a~ 
16-3 


a-16 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1.26(3H,tJ=6.9Hz).3.59(2H.q.J=6. 

9Hz).3.89(3H.s),3.91(3H.s) > 4^6(2H 

.sX4.54(2H.sX6.88(1H.d,J=34.8HzX 

7.16C2H).7.45(3H). 

7.67(2H.d,J=8.4Hz) 


a- 
16-4 


a-16 




Me 


s 


H.H 


OMe 


H 


H 


H 


01 


H 


Me 




2.31(3H.sX3.90(3H.s),3.93(3H.s).4. 
20C2H.s),7.37(1 H.dd. J=8.1 ,1 .5Hz),7 
.44(1 H.d, J=1 ,5Hz).748(1 H,d,J=8.1 
HzX7.73(2H t d,J=8.4Hz), 
7.80(2H,d,J=8.4Hz) t 7.86(1 H,s) 


a- 
16-5 


a-16 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 




1 .27(3H.t J=6.9Hz),3.61 (2H.q,J=6. 
9Hz).3.90(3H.s).3.93(3H l s) 1 4.29(2H 
,s),4.57(2H,s)7.35(1 H.dd, J=8.4,1 .5 
Hz).7.44(1 H,d.J=1 5HzX7.48(1H,d, 
J=8.4HzX7.74(2H,d.J=8.4Hz).7.86( 
2H,d.J=8.4Hz)J.86(1H.s) 


a- 
16-6 


a-16 




CH=NOMe 


s 


H.H 


OMe 


H 


H 


H 


ct 


H 


Me 




3.90(3H.sX3.93(3H.sX3.99(3H.s). 
4.43(2H,s),7^9(1 H,dd.J=8.1 .1 .5Hz) 
,7.44(1 H,d,J=1 .5Hz),7.52(1 H,d,J=8. 
1 HzX7.77(2H.d. J=8.7HzX7.82(2H,d 

1— a *7U->^ 7 ORf 1 U b^R 1 "7/1 U e \ 
,\i—o. Ir\2.}, /.odv 1 M.SAO. 1 f\ 1 n.S/ 


ar- 
16-7 


a-16 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 




\ .38<3H,t J=6.9Hz),3.90(3H.sX3.92 
(3H.s).4.23(2H.q.J=6.9HzX4.43(2H. 
sX7.38(1 H.dd. J=8.1 .1 .5HzX7.44(1 H 
,d,J=1 .5Hz).7.51(1 H.d.J=8.1 Hz),7.7 
5(2H.d l J=8.4Hz).7.81 (2H.d. J=8.4H 
zX7.86(1H.sX8.19(1H.s) 


a- 
16-8 


a-16 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 




1 .26(3H,t,J=6.9HzX3.59(2H.q f J=6. 
9Hz),3.90(3H.sX3.92(3KsX4.27(2H 
,sX4.54(2H,s).7.36(1 H.dd.J=8.1 .1 .5 
Hz).7.46(1 H,d,J=1 5Hz).7.46(2H,d, 
J=8.7Hz).7.48(1 H,d,J=8.1 Hz).7.67( 
2H.d,J=8.7Hz).7.85(1H.s> 


Of- 

16-9 


a-16 




CH=NOEt 


s 


H.H 


OMe- 


H- 


H 


H 


CI 


H 


Me 




1 .33(3H.tJ=7.2HzX3.90(3H,s),3.92 
(3H.s).4.22C2H.q,J=7.2HzX4.41(2H, 
s).7.38(1 H.dd, J=8.1 .1 .5Hz),7.44(1 H 
.d.J=1.5Hz).7.47(2H,d,J=8.7HzX7.5 
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1 ( 1 H,d,J=8.1 Hz).7.62(2H.d. J=8.7H 
e).7.86(1H.s).8.17(1H,s) 


a- 
16-10 


a-16 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 


K 


1 .27(3Ht J=8.9Hz).3.6(X2H.q. J=8. 
SHz).3.90(3H.s).3.93(3H.s).4.28(2H 
s).4.55(2H.s).7.33(2H.d.J=9.0Hz).7 
36(1 H.dd. J=8.1 .1 .5Hz),7.44(1 H.d.J 
=1 .5Hz).7.47( t H.d.J=8.1 Hz).7.78(2 
H,d.J=9.0Hz).7.86(1H.s) 


Ct- 
16-11 


a-16 




CH20nPr 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 




0.95(3H.t J=7.5Hz).1 .65(2H).3.50(2 
H.t,J=6.6Hz),3.90(3H.sX3.93(3H,$). 
4.28(2H.s).4.54(2H.s).7.32(2H.d.J= 
8.7Hz),7.36(1 H.dd.J=8.1 ,1 5Hz).7.4 
4<1H.d.J=1.5Hz>.7.47(1H.d,J=8.1H 
z).7.78(2H,d. J=8.7Hz).7.86(1 H.s) 


a- 
16-12 


a-16 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


Me 




1 .33(3H.U=6.9Hz),3.90(3H.s).3.92 
(3H,s),4.23(2H,q,J=6.9Hz),4.42(2H. 
s),7.34(2H,d.J=9.0Hz),7.38(1 H.dd. 
J=8.1 , 1 5Hz).7.44<1 H,d.J=1 5Hz).7. 
51(1H,d.J=8.1Hz).7.73(2H.d.J=9.0 
Hz).7.86(1 H,s),8.1 7(1 H.s) 


a- 
16-13 


a-16 


J? 


CH20nPr 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




0.96(3H.t,J=7.5Hz).160-1.71 
(2H.m),3.51 (2H.d.J=8.3Hz).3.90(3H 
,s).3.9 1 (3H.s),4.27C2H.s),4.56(2H,s) 
.6.88(1 H,d,J=34.8Hz).7.1 5-7.1 8 
(2H.m).7.44(1 H.dJ=8.4Hz).7.74(2H. 
a\J=8.4Hz).7.87(2H.d.J=8.4Hz) 


a- 
16-14 


Qf-16 




CH2CF3 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




3.66(2H,qJ=1 0.2)„3.90(3H.s),391 ( 

3H.s).4.28(2H.s).6.88(1 H.d.J=34.8 

Hz).7.14-7.17(2H,m).7.41 

(1 H,dJ=8.4Hz).7.77-7.78(4H,m) 


a- 
16-15 


a-16 




Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1 29(3H,t, J=7.5Hz).2.76(2H.q. J=7. 
5Hz).3.90(3H.s).3.92(3H.s).4.19(2H 
,s).6.89(1 H.d.J=34.8Hz),7.1 5-7.19 
(2H.m).7.44(1 H.dJ=8.7Hz).7.73(2H. 
d.J=8.4Hz),7.80(2H,d.J=8.4Hz) 


a- 
16-16 


a-16 




CH20CH2 
cPr 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




f* r\t\ n At/Aij „ , \ r\ reft cn/llj _\ 

0.22— 0.27^2H.mA0.5o-v.ozWn,rn;, 
1 .06-1 .1 9(1 H.m),3.40(2H.d. 
J=6.9Hz).3.90(3H,s).391(3H.s).4.2 
8(2H.s).4.59(2H.s).6.95(1H.d.J=34. 
2Hz),7. 1 8(1 H.d, J=8.4Hz),7. 1 9( 1 H.s 
).7.45(1 H.d, J=8.4Hz).7.74(2H,d.J= 
8.4Hz).7.87(2H.d.J=8.4Hz) 


a- 
16-17 


a-16 




Me 


s 


H.H 


H 


H 


H 


H 


F 


H 


Me 






a- 
16-18 


a-16 




CH20Et 


s 


H.H 


H 


H 


H 


H 


F 


H 


Me 




1.27(3H.tJ=6.9Hz). 
3.60(2H,q,J=6.9Hz), 
3.89(3H.s).4.30(2H.s).4.55(2H.s). 
6.87(1 H.d. J=35.1 ).7.43(2H.d. J=8.4 
Hz).7.57(2H.d.J=8.4Hz).7.75(2H.a\ 
J=8.1 Hz).7.84(2H.d. J=8.1 Hz) 



[0284] [^129] 



WO 2005/054213 



227 



PCT/JP2004/017706 



No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R10 


R15 


R17 


mp 


NMR(CDC13 or DMSO-d6) 


a- 
16-19 


a-16 




CH20Me 


S 


H.H 


H 


H 


H 


H 


F 


H 


Me 




3.44(3H.s), 3.89(3H.s\ 4.29(2H,s) t 
4.50(2H.s). 6.87(1 H.d.J=35.1 Hz). 
7.42(2H,d,J=8.7Hz). 7.57(2H,d. 
J=8.7HZ). 7.75(2H,d.J=8.4Hz). 
7.85(2H,d.J=8.4Hz) 


a~ 
16-20 


Qf-16 




CH20Et 


S 


H.H 


H 


H 


H 


H 


CI 


H 


Me 




1.27(3H.tJ=6.9Hz). 3.60C2H,q, 
J=6.9Hz), 3.90C3H,s), 4.32(2H.s). 
4.56(2H.s). 7.45(2H.d,J=8.4Hz). 
7.74-7.87(7H/n) 


Of"* 

16-21 


a-16 




H 


s 


H. 
4-F- 
C6H4 


OMb 


H 


H 


H 


F 


H 


Me 




3.88(3H.s). 3.92(3H.s). 5.85(1 H.s). 
6.73(1 H.s). 6.83(1 H,d.J=35.1 Hz). 
7.Q0-7.07(3H.m), 7.1 5(1 H.s). 
7.25(1 H.d. J=7.8Hz).7.44-7.49 
(2H.m).7.7<X2H.d.J=8.1Hz).7.84(2H 
.d.J=8.1Hz) 


a- 
16-22 


Qf-16 




CH20CH2 
CH2F 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




3.76(1 H.tJ=4.2Hz). 3.86(1 H.t. 
J=4.2Hz).3.90(3H,s),3.91(3H.s).4.2 
8(2H,s).4.53(1H.tJ=3.9Hz).4.67(2 
H.s).4.69(1 H.t J=3.9Hz),6.88(1 Kd. 
J=35.1 Hz).7.1 5-7.1 8(2H,m). 
7.43(1 H.d,J=8.1 Hz). 7.75(2H.d. 
J=8.7Hz).7.87(2H.d.J=8.7Hz) 


a- 
16-23 


Qf-16 




CH2SnPr 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 




0.95(3H.t.J=7.2Hz).1.59(2H.m).2.4 

9(2H,t,J=7.2Hz).3.87(2H,s),3.90(3 

H,s).3.91(3H,s).4.34(2H I s).6.88(1H. 

d.J=35.1Hz).7.15-7.1B(2H.m).7.45 

(1H.d.J=8.4Hz).7.75(2H,d. 

J=8.7Hz).7.87(2H.d,J=8.7Hz) 


a- 
16-24 


or-16 




CH2S02 
nPr 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1 .08(3H.t.J=7.5Hz).1 .91 (2H.m).3.0 
4<2H,m),3.89-3.90(6H.m),4.45 
(2H.s),4.50(2Ks).6.88(1 H.d. J=34.8 
Hz).7.l5-7.17(2H.m).7.42(1H.d, 
J=8.4Hz).7.77(2H.d.J=8.1 Hz).7.97( 
2H,d.J=8.1Hz) 


a- 
16-25 


a-16 




CH20iPr 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1 .25(6H.d. J=6.3Hz>,3.76(1 H,m),3.8 
9(3H,s).3.9 1 (3H.s),4.27(2H.s),4.56( 
2H.s).6.88(1H.d.J=35.1Hz).7.15- 
7.1 7(2H.m).7.45(1 H,d. J=8.4Hz),7.7 
4<2H.d.J=8.4Hz).7.86(2H.d.J=8.4H 
z) 


a- 
16-26 


a-16 




CH20nPr 


s 


H.H 


H 


H 


H 


H 


F 


H 


Me 




0.96(3H.t.J=7.5Hz),1 .60-1 .72 

(2H,m).3.50(2H ? tJ=6.6Hz).3.89(3H 

,s).4.30(2H.s),4.55(2H.s).6.88(1H l d, 

J=34.BHz).7.43(2H.d,J=8.7Hz).7.57 

(2H,d,J=8.7Hz).7,75(2H.d,J=8.1 Hz) 

,7.87(2H.d,J=8.1Hz) 


a- 
16-27 


a-16 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1 ,25(3H.t. J=7.5Hz)Z55(2H.q, J=7. 
5Hz).3.87-3.9 1 (8H.m).4.34(2H.s). 
6.88(1 H.d.J=34.8Hz).7.15-7.18(2H. 
m).7.45(1H.d,J=8.7Hz). 7.76 (2H. d. 
J=a4 Hz). 7.87 (2H. d. J=8.4 Hz) 



[0285] [^130] 



WO 2005/054213 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R10 


R15 


R17 


mp I 


MMR(CDCI3 or DMSO-d6) 


ot- 

16-28 


Of-16 




CH=NO 
nPr 


S 




OMe 


H 


H 


H 


F 


H 


Me 


< 


).97(3H.t.J=7.5Hz),1 .68-1.81 
2H,m),3.89-3.91 (6H.m),4.1 3 
:2H,t,J=6.9Hz),4.41 (2H.s).6.87(1 H. 
i. J=35.1 Hz).7.1 7-7.1 9(2Hjn),7.47 
[I H t d.J=8.4Hz).7.76(2H,d. J=8.4Hz) 
7.82(2H.d,J=8.4Hz), 8.20 (1H,s) 


ar- 
16-29 


df-16 




CH=NOEt 


S 


H.H 


H 


H 


H 


H 


CI 


H 


Et 




1.35(3H.tJ=7.2Hz),1 .38(3H.tJ=7.2 
Hz),4.24(2H.q,J=7.2Hz),4.35(2Hq. 
J=7.2Hz). 4.46 (2H. s). 7.47 (2H. d. 
J=8.4 Hz). 7.75-7.84 (7H. m). 8.20 

cm s) 


a- 
16-30 


ff-16 




CH=NO 
(CH2)2F 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




3.90 (3H. s>. 3.91 (3H. s). 4.38 (2H, 
s).4.41(2H.d,J=28.8Hz).4.70 (2H. d, 
J=47.4Hz).6.89(1 H,d,J=34.8Hz).7.1 
7-7.1 9(2H,m).7.47(1 H.d, J=8.4Hz). 
7.76 (2H. d, J=8.4 Hz), 7.81 (2H. d. 

i— n a R 7ft M H «;} 
*J — 0.*r ni/, o.£.a \ i n, a/ 


Of- 
16-31 


£¥-16 


F 3 C^ 




s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




3.88 (3H. s). 3.89 (3H. s), 3.98 (2H, 
s),4.07(2H,s),5.94<2H > s),6.57-6.60 
(2H.m) f 6.72(1 H,d.J=8.4Hz),6.87(1 H 
,d.J=35.1 Hz),7.1 3-7.1 6(2H,m),7.36 
(1 H.d.J=8.4Hz).7.68(2H.d.J=8.7Hz) 
,7.74(2H,d,J=8.7Hz) 


a- 
16-32 


a-16 




Me 


s 


H.H 


H 


H 


H 


H 


CN 


H 


Me 






a- 
16-33 


a -16 




Me 


s 


H.H 


Me 


H 


H 


H 


F 


H 


Me 






a- 
16-34 


ff-16 






s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






a- 
16-35 


Qf-16 






s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






Of — 
16-36 


a-16 




CH20M6 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


Me 






a- 
16-37 


a-16 




Me 


s 


H.H 


H 


H 


H 


H 


OMe 


H 


Me 




2.08(3H,s).2.28(3H.s).3.81(3H,s),5. 
04C2H t SA6.89t > ZH,dt, J-U.4Hz;, / .u r\ 
1H.d,J=9.3Hz),7.29(2H,d,J=B.4Hz), 
7.36(1 H.s)7.37(1 H,d f J=4.5Hz) 


ot- 
16-38 


a-16 




Me 


s 


H.H 


H 


H 


H 


H 


H 


Me 


Me 




2.30(3H.s),2.56(3H.s).4.24(3H.s).5. 
27(2H.s) t 7.08(2H.dtJ=9-0Hz).7.46( 
2H.d.J=8.4Hz),7.75(1H.s)7.81(2H.d 
.J=9.0Hz).7.88(2H.d.J=8.4Hz) 


a- 
16-39 


cr-16 




Me 


s 


H,H 


H 


H 


H 


H 


Me 


Me 


Me 




2.15<3H,s),2.27(2H,d,J=6.9Hz),2.28 
(3H.s).4.16(3H.s).5.22<2H t sX7.08(2 
H,d.J=8.4Hz).7.41 (2H,d,J=8.7Hz).7 



[0286] [^131] 



WO 2005/054213 



229 



PCT/JP2004/017706 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


RIO 


R15 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 






























76(2H.d.J=8.7Hz).7.84(2H.d # J=8.4 
Hz) 


a- 
16-40 


Qf-16 




Me 


S 


H.H 


H 


H 


H 


H 


H 


Et 


Me 






a- 

16-41 


ff-16 




Me 


s 


H,H 


H 


H 


H 


H 


CI 


H 


Me 




2.29(3H,s).3.89(3H,s),4.22(2H,s).7. 
44(2H.d.J=8.4Hz).7.70-7.86(7H,m) 


a- 
16-42 


ff-16 


XT 


Me 


s 


H.H 


H 


H 


H 


H 


Me 


H 


Me 






a- 
16-43 


a-16 


XT 

F 3 C^ 


Me 


s 


H.H 


OMe 


H 


H 


H 


Me 


H 


Me 




Rf=0.33 (n-hexane/AcOEt=2/1) 


a- 
16-44 


a-16 


F 3 C 


Me 


s 


H,H 


OMe 


H 


H 


H 


CI 


H 


Me 




2.3U3H.S), 3.90(3H,s). 3.93(3H f s). 
4.20(2H,s).7.37(1 H ? dd.J=1 5Hz.8.1 
Hz). 7.44(1 H,d.J=1.5Hz),7.48 
V i rl,Q,«j — o. 1 nzy, /. / 0\,tn,o,vj'*'O.'*nz^ 
. 7.80(2H,d.J=8.4Hz). 7.86(1 H.s). 


a- 
16-45 


cr-16 


XT 

F 3 C^ 


Me 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






ct- 
16-46 


cr-16 




Me 


s 


H.H 


Et 


H 


H 


H 


F 


H 


Tbu 




1 .21(3H.t.J=7.5Hz),1 .57(9H,s),2.29 
(3H,s).2.74(2H,q,J=7.5Hz),4.18(2H 
s).6.77(1 H,d,35.1 Hz).7.28~7.50(3H. 
m),7.74(2H,d,J=8.4Hz).7.81 (2H.d,J 
=8.4Hz) 


a- 

16-47 


c*-16 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






ot- 
16-48 


or-16 




CH=NOMe 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 






ot- 
16-49 


a-16 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


Me 




1.34(3H.t.J=7.2Hz).3.90(3H.s).3.91 
(3H.s),4.24(2H.q.J=6.9Hz),4.41(2H. 
s).6.89(1 H.d. J=35.1 Hz).7.1 4~7.30( 
2H,m)7.48(1 H.t J=8.4Hz).7.76(2H. 
d,J=8.7Hz).7.82(2H.d.J=8.7Hz).8.2 
0(1 H.s) 


at- 
15-1 


ff-15 




CH20Et 


o 


H.H 


F 


H 


H 


H 


F 


H 


Me 




1 22(3H.t.J=6.9Hz).3.60(2H,q.J=6. 
9Hz),3.89(3H.s).4.58(2Hs),5.37(2H 
,s).4.30(2H.s).6.84(1H,d,J=34.2Hz), 
7. 1 8(1 H.t J=8.7Hz) r 7.34(1 H.d.J=8. 
4Hz).7.49(1 H.d.J=1 2.6Hz).7.77(2H. 
d,J=8.4Hz).7.92(2H.d.J=8.4Hz) 



[0287] [^132] 



WO 2005/054213 230 PCT/JP2004/017706 




No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


RS 


R10 


R15 


mp 


NMR(CDCI3 or DMSO-d6) 




3-9 


F 3 C^ 


O 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


94-97 


2.74<4H).2.88(2H).3.62(4H),3.74(2H 
),3.84(3H.s),4.4 1 (2H.s).4.64(2Ks),7. 

no/f |_| A 1 — *5A QU-r^t 1 7 AAH 

UZU n.a.J— JO-onZA'-J i Wi/,/. i tov i 
H.d.J=8.4Hz),7.93(2H.d,J=8.4Hz).8. 
00(2H f d\J=8.4Hz) 


3-9-2 


3-9 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


217-219 


1 .1 4(3H.t J=6.9Hz).3.54(2H t q.J=6.9 
Hz),3.B4Q3n,sJ.4.JOt^M.SA^.O«Jv^rl.S 
),7.02(1H.d.J=36.6Hz).7.30C2H),7.4 
7(1 H.d. J=8.4Hz).7.57(2H,d, J=9.0Hz 
).7.90(2H.d,J=9.0Hz) 


3-9-3 


3-9 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


175-177 


1 . 1 4<3H,t.J=7.2Hz).3.53(2H,q,J=7.2 
Hz).3.B4(3H.s).4.34(2H.s).4.52(2H.s 
).7.02(1 H.d, J=36.6Hz).7.30(2H).7.4 
7(1 H.d. J=8.4Hz).7.64(2H,d. J=8.7Hz 
).7.78(2H.d,J=8.7Hz) 


3-9-4 


3-9 


FC xy 


Me 


S 


H,H 


OMe 


H 


H 


H 


CI 


H 


183-185 


2.29<3H,s> l 3.86(3H,s),4.38(2H.s).7.5 
4<3H).7.90(2H.d.J=8.7Hz),7.94(1H.s 
),7.95(2H,d,J=8.7Hz) 


3-9-5 


3-9 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


173-175 


1 . 1 5(3H.t. J=6.9 Hz),3.55(2Kq. J=6-9 
Hz).3.86(3H.s).4.40(2H.s).4.57(2H.s 
).7.54(3H).7.93(1H.s).7.94(2H.d.J=8 
.4Hz),7.99C2H.d.J=B.4HzJ 


3-9-6 


3-9 


J? 


CH=NOMe 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


205-207 


3.85(3H,s).3.91(3H,s).4.49(2H.s).7.5 
4(3H).7.93(1Hs).7.93(2H.d,J=8.4Hz 
).8.03(2H.d. J=8.4Hz).8.35(1 H.s) 


3-9-7 


3-9 




CH=NOEt 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


184-186 


1 26(3H.t,J=6.9Hz),3.B4(3H.s).4.1 5( 
2H,q,J=6.9Hz).4.94(2H.s).7.55(3H). 
7.93(1H.s).7.93(2H,d,J=8.4Hz),8.03( 
2H.d.J=8.4Hz),8.35(1H.s) 


3-9-8 


3-9 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


154-156 


1 . 1 4(3H,t. J=7.2Hz),3.53(2H,q. J=7.2 
Hz),3.86(3H.s).4.37(2Rs).4.52(2H.s 
).7.53(3H).7.64(2H.d.J=8.4Hz),7.78( 
2H,d, J=B.4Hz).7.93<1 H,s) 


3-9-9 


3-9 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


206-208 


1.25(3H.tJ=8.9Hz).3.84(3H,s).4.14( 
2H.q.J=6.9Hz).4.47(2H.s).753(3H) t 7 
,64(2H,d.J=8.4Hz).7.83(2H.d.J=8.4 
Hz),7.94(1H.s),8.30(1H.s) 


3-9- 

10 


3-9 


,J2 


CH20Et 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 


174-176 


1 . 1 5(3H.t J=6.9Hz)3.54(2H,q,J=6.9 
Hz).3.86C3H.s).4.38(2H.s).4.54(2H.s 
),7.55(5H),7.B6(2H,d,J=8.4Hz).7.94( 
1H.s) 



[0288] [^133] 



WO 2005/054213 



231 



PCT/JP2004/017706 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


RIO 


R15 


mp 


NMRCCDCI3 or DMSO-d6) 


8-9- 
11 


0-9 




CH20nPr 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


159-161 


0.85(3H f t, J=7.2Hz),1 .53(2H), 3.44(2 
H.t,J=6.3Hz).3.86(3H,s>.4.38(2H.s). 
4.54(2H,s),7.55(5H),7.91(2H.d,J=8. 
7Hz).7 93(1 H.s) 


0-9- 
12 


0-9 


F-jCO-O^ 


CH=NOEt 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


179-181 


1 25(3H.t J=7.2Hz),3.84(3H,s),4.1 4( 
2H,q,J=7.2Hz).4.48(2H,s),7.55(5H). 
7.93(1H.s),7.95(2H,d.J=8.7Hz).8.31( 
1H.s) 


0-9- 
13 


0-9 




CH20nPr 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


203-204 


0.96(3H,t,J=7.2Hz).1.60- 

1 .72(2H,m).3.52(2H,d f J=6.6Hz),3.92 

(3H.s).4.28(2H.s).4.58(2H.s).6.95(1 

H.d, J=34.2Hz).7. 1 7-7. 1 9(2H.m). 

7.45(1H.dJ=8.4Hz),7.74(2H.d.J=8.4 

Hz).7.87(2H.d,J=8.4Hz) 


0-9- 
14 


0-9 




CH2CF3 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


211-214 


3.66(2H.q, J= 1 0.2),3.9 1 (3H.s).4.27(2 
H.s).6 90(1 H.d.J=34.5Hz).7.1 4- 
7.20(2H,m),7.40(1 H,dJ=8.1 Hz).7.75 
-7.71 (4H.m) 


0-9- 
15 


0-9 




Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


217-218 


1.29(3H.t,J=7.5Hz).2.76(2H.q.J=7.5 
Hz).3.92(3H,s),4. 1 9(2H.s),6.9 1 ( 1 H,d 
,J=34.8Hz),7.16-7.20(2H.m). 
7.43(1 H.dJ=B.1Hz),7.73(2H,d.J=8.4 
Hz).7.80(2H.d > J=8.4Hz) 


0-9- 
16 


0-9 




CH20CH2 
cPr 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


214-217 


0. 22-0.27(2 H.m),0.5 5-0.62(2H ,m), 
1 .06-1 .1 7(1 H.m).3.40(2H,o\ 
J=6.9Hz),3.91(3H,s).4.28(2H,s).4.59 
(2H.s).6.91 (1 H,d. J=34.5Hz).7.1 5- 
7.1 9(2H.m).7.44(1 H.d.J=6.9Hz).7.74 
(2H.d.J=8.1Hz),, 
7.89(2H.d,J=8.4Hz) 


0-9- 
17 


0-9 




Mo 


s 


H.H 


H 


H 


H 


H 


F 


H 


193- 
194.5 


2.29(3H,s). 4.20(2H.s). 6.90(1 H.d. 
J=35.1Hz), 7.42(2H.d,J=8.4Hz). 
7.58(2H,d,J=8.4Hz). 7.58(2H.d, j 
J=8.4Hz). 7.82(2H,d,J=8.4Hz) 


0-9- 
18 


0-9 




CH20Et 


s 


H.H 


H 


H 


H 


H 


F 


H 


173-175 


1 .28(3H,t,J=6.9Hz), 3.61(2H.q. j 
J=6.9Hz). 4.31(2H.sX 4.57(2H.s). 
6.96(1 H.d,J=34.5Hz). 7.44(2H.d, 
J=8.4Hz).7.59(2H,d.J=8.4Hz).7.75( 
2H.d.J=8.4Hz).7.86(2H.d.J=8.4Hz). 


0-9" 
19 


0-9 


XT 

F 3 C^ 


CH20Me 


s 


H.H 


H 


H 


H 


H 


F 


H 


167-168 


3.45(3H.s). 4.31(2H.s). 4.52(2H.s). 
6.95(1 H.d.J=34.8Hz). 7.44(2H,d, 
J=8.4H), 7.60(2H.d.J=8.4Hz). 
7.76(2H.d.J=8.4Hz), 
7.86(2H,d.J=8.4Hz) 


0-9- 
. 20 


0-9 


JOT 


CH20Et 


s 


H,H 


H 


H 


H 


H 


CI 


H 


157-158 


1.2B(3H.tJ=6.9Hz). 
3-61(2H.q.J=6.9Hz), 4.33(2H,s). 
4.57(2H.s). 7.47(2H,d,J=8.4Hz). 
7.74-7.8 7(6H,m). 7.93(1 H.s) 


0-9- 
21 


0-9 




H 


s 


H. 
4-F- 
C6H4 


OMe 


H 


H 

j 


H 


F 


H 


170-171 


3.93(3H.s). 5.87(1 H.s). 6.73(1 H.s), 
6.81(1H.d.J=35.1Hz). 6.99-7.28 
(5H.m),7.45-7.50(2H.m). 7.7CK2H. 
d.J=8.7Hz). 7.85(2H.d.J=8.7Hz) 



[0289] [*134] 



WO 2005/054213 



232 



PCT/JP2004/017706 



No 






R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R10 


R15 


mp 


NMR(CDC13 or DMSO-d6) 


0-9- 
11 


0-9 




CH20nPr 


S 


HH 


OMe 


H 


H 


H 


CI 


H 


159-161 


0.85(3H.t J=7.2Hz),1 .53(2H).3.44<2 
H.tJ=6.3Hz),3.86(3H.s).4.38(2H.s). 
4.54(2H.s).7.55(5H).7.91(2H.dJ=8. 
7Hz).7.93(1H,s) 


0-9- 
12 


0-9 


xy 


CH=NOEt 


S 


H.H 


OMe 


H 


H 


H 


CI 


H 


179-181 


1 .25(3H.t J=7.2Hz),3.84(3Rs),4.1 4( 
2H 1 q.J=7.2Hz).4.48(2H.s).7.55(5H), 
7.93(1H,s)J.95(2H,d,J=8.7Hz),8.31( 
1H.s) 


0-9" 
13 


0-9 




CH20nPr 


S 


H,H 


OMe 


H 


H 


H 


F 


H 


203-204 


0.96(3H,tJ=7.2Hz>,1.60- 
1.72(2H.m>,3.52(2H.dJ=8.6Hz),3.92 
(3H.s)A26(2H.s).4.58(2H,s>.6.95(1 
H.dJ=34.2Hz).7-1 7-7.1 9(2H.m). 
7.45(1 H,dJ=8.4Hz).7.74(2H.d. J=8.4 
Hz).7.87(2H.dJ=8.4Hz) 


0-9- 
14 


0-9 




CH2CF3 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


211-214 


3.66(2Hq f J=10.2) ( 3.91(3H,6),4.27(2 
H.s).6.90(1 RdJ=34.5Hz).7.1 4- 
7.20(2H.m).7.40(1 H.dJ=8.1 Hz).7.75 
-7.71(4H,m) 


P - 9- 
15 


0-9 




Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


217-218 


l.29(3H.tJ=7.5Hz).2.76(2H.q,J=7.5 
Hz).3.92(3H.s).4.1 9(2H.s).6.91 (1 H.d 
, J=34.8Hz),7. 1 6-7.20C2H jn), 
7.43(1 H,d J=B1 Hz).773(2H,d, J=&4 
Hz),7.80(2Hd.J=8.4Hz) 


0-9- 

16 


0-9 




CH20CH2 
cPr 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


214-217 


0.22-0.27(2H r m).0.55-O.62(2H t m), 
1.06-1.1 7(1 H.m).3.40(2H.d 
J=6.9Hz).3.91(3H.s).4.28(2Rs),4.59 
(2H.s).6.91 (1 H.dJ=34.5Hz).7.1 5- 
7.1 9(2H,m),7.44(1 H,dJ=6.9Hz),7.74 
(2H f d.J=8.1Hz).. 
7.89(2H.dJ=8.4Hz) 


0-9- 
17 


0-9 




Me 


s 


H,H 


H 


H 


H 


H 


F 


H 


193- 
194.5 


2.29(3H,s). 4.20(2H.s). 6.90(1 H.d. 
J=35.1Hz>, 7.42<2H.dJ=8.4Hz). 
7.58(2H,d.J=8.4Hz). 7.58(2H.d. 
J=8.4Hz). 7.82(2H.d.J=8-4Hz) 


0-9- 
18 


0-9 




CH20Et 


s 


H,H 


H 


H 


H 


H 


F 


H 


173-175 


1.28(3H.t,J=6.9HzX 3.61(2H.q. 
J=6.9Hz), 4.31(2H.s), 4.57(2H.s), 
6.96(1 H.d. J=34.5Hz), 7.44(2H,d 
J=8.4Hz).7.59(2H.dJ=8.4Hz),7.75( 
2H.dJ=8.4Hz).7.86<2H.dJ=84Hz). 


0-9- 
19 


0-9 


F 3 C^^ 


CH20Me 


s 


H,H 


H 


H 


H 


H 


F 


H 


167-168 


3.45(3H.sX 4.31(2H.s). 4.52(2Hs), 
6.95(1 H,dJ=34.8Hz), 7.44(2H,d 
J=8.4H), 7.60(2H,dJ=8.4Hz), 
7.76(2 H,dJ-8.4HzJ, 
7.86(2H t dJ=84Hz) 


0-9- 
. 20 


0-9 




CH20Et 


s 


H,H 


H 


H 


H 


H 


CI 


H 


157-158 


1.28(3H.tJ=6-9Hz). 
3.61(2H.q.J=6.9Hz>. 4.33(2H.s). 
4.57(2H.s). 7.47(2H,d.J=8.4Hz). 
7.74-7.87(6H.m). 7.93(1 H.s) 


0-9- 
21 


0-9 




H 


s 


H. 
4-F- 
C6H4 


OMe 


H 


H 


H 


F 


H 


17Q-171 


3.93(3H,e), 5.87(1 H,s), 6.73(1 H,s), 
6.81(1H.d.J=35.1Hz). 6.99-7.28 
(5H^n)J.45-7.50(2H,m) 1 7.70(2H, 
dJ=8.7Hz), 7.85(2H.d.J=8.7Hz) 



[0290] [*135] 



WO 2005/054213 



233 



PCT/JP2004/017706 



No 




Rl 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R10 


R15 


mp 


NMR(CDC13 or DMSO-d6) 


0-9- 
31 


0-9 




\ 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


183.5- 
186.0 


3.81(3H.s).4.08(2H.s)A1 7(2H.s). 
5.95(2H.s).6.57(1 H,dd.J=8.1 .1 .5Hz). 
6.69(1 H.dJ=1.5Hz). 6.79 (1H. d. 
J=8.1 Hz),7.02(1 H,d,J=36.6Hz). 
7.277.29(2H,m).7.38(1H.d.J=8.4Hz), 
7.87<4H. m) 


0-9- 
32 [ 


« -0 




Me 


$ 


H.H 


H 


H 


H 


H 


CN 


H 


250-255 


2.28(3H,s).4.48(2H.s).7.53(2Kd f J=8 
.4Hz).7.93(7H,m) 


0-9- 
33 


P -9 




Me 


o 


14 14 

ri.ri 


Me 




l_l 


m 




l_l 


214-216 


2.32C3Ks).2.37(3H.s).4.20C2H.s).6.9 
5^1 H d J=32 1 Hz) 7 48(3 H m) 7 75C 
2H.d.J=8.7Hz).7.83(2H.d.J=8.7Hz) 


a -Q- 
P » 

34 


0-9 






s 


H.H 


OMe 


H 


H 


H 


F 


H 


158-160 




a _q_ 

P 3 

35 


0-9 






s 


H.H 


OMe 


H 


H 


H 


F 


H 


148-150 




A -Q- 

| 36 


0-9 




CH20Me 


s 


H,H 


OMe 


H 


H 


H 


F 


H 


221-222 




0-9- 
37 


0-9 




Me 


s 


H.H 


H 


H 


H 


H 


OMe 


H 


157-160 


2.30(3H.s),3.80(3H,s) i 4.21(2H.s).7.0 
7(1 H.s).7.42(2H.dJ=8.7Hz),7.70(2H 
.d.J=8.4H2.).7.74(2H.d,J=8.7Hz).7.8 
2(2H.d.J=8.4Hz) 


0-9- 
38 


0-9 


F 3 C 


Me 


s 


H.H 


H 


H 


H 


H 


H 


Me 


223-226 


2.3<X3H.s),2.53(3Hs).4.20(2H.s).6.1 
3(1H.s).7.43(4H.brd.J=4.8Hz).7.76( 

914 A 1— ft 1 U*l 7 ftdf9H ri |— fl 4Hz1 


0-2- 
39 


0-9 


F 3 C^ 


Me 


s 


H,H 


H 


H 


H 


H 


Me 


Me 


145-145 


1 78(3H.q,J=1 5Hz).2.28(3H.s).2.33( 
3H.q.J=1.5Hz),4.17(2H.s) I 7.08(1H,d 
. J=8.4Hz).7.09(1 H.d.J=8.1 Hz),7.42( 
2H.d,J=8.1 Hz),7.74(2H,d,J=8.1 Hz). 
7.82(2H.d.J=8.4Hz) 


0-2- 
40 


ft — Q 
P y 


FaC^ 


Me 




H.H 


H 


H 


H 


H 


H 


Et 


1 74-1 75 


1.07(3H.t,J=7.5Hz) 1 2.29(3H,s).3.09( 
2H.q, J=7.5Hz).4.20(2H,s).6.04(1 H.s 
).4.14(2H,s).7.41(4H.brs).7.74(2H.d. 
J=8.4Hz).7.82(2H.d.J=8.1 Hz) 


0-9" 
41 


0-9 




Me 


s 


H.H 


H 


H 


H 


H 


CI 


H 


198.5- 
199.5 


2.29(3H.s).4.48(2H.s).7.53(2H.d.J=8 
.4Hz),7.84~8.00(7H,m) 


0-9- 
42 


0-9 


FaC^T 


Me 


s 


H.H 


H 


H 


H 


H 


Me 


H 


172-173 


2.02(3H.s),2.28(3H.s).3.85(3H.s).4.4 
2<2H,s).7.44<2H,d,J=8.4Hz).7.48(2H 
,d,J=8.4Hz),7.55(1 H,s).7.91 (2H,d. J= 
8.7Hz).7.95(2H.dJ=8.7Hz) 



[0291] [^136] 



WO 2005/054213 



234 



PCT/JP2004/017706 



No 




R1 


RZ 


X1 


R3.R4 


R5 


R6 


R7 


R8 


RIO 


R15 


mp 


NMRCCDCI3 or DMSO-d8) 


0-9- 
43 


P *» 




Me 


5 


H H 


OMe 


H 


H 


H 


Me 


H 


174.5- 
175,5 


2.05(3H.s).2.28(3H.s).3.85(3H,s).4.3 
2(2H.s).7.04-7.12(2H,m). 
7.46(1H.d,J=8.4Hz) l 7.90(2H,d.J=8.7 
Hz),7.95(2H,d,J=8.7Hz) 


0-9- 
44 






Ma 


s 


H.H 


OMe 


H 


H 


H 


CI 


H 




2^9(3H.s). 3.86(3H.s). 4.38(2H.s). 
7.51-7.58(3H,m), 7.89-7. 9 7(5 H f m) 


0-9- 
45 


0-9 




Me 


S 


H.H 


OMe 


H 


H 


H 


F 


H 


211.5- 
213 


2.28(3H.s)3.84(3Ks)A36(2H,s).7.0 
3(1 Hd.J=36.6Hz) t 7.2-7.36(3H.m). 
7.5Q(1H.d.J=8.1Hz).7.91(2H.dJ=8.7 
Hz).7.95(2H,d,J=8.7Hz) 


0-9" 
46 


0-9 




Me 


s 


H,H 


Et 


H 


H 


H 


F 


H 


200-201 


1.14(3H.tJ=7.5Hz).2.28(3H.s).2.26( 
2H,q,J=7.5Hz).4.42(2H,s),6.99(1 H.d 
l J=36.9Hz),7.50-7.62(3H.m)7.91 
(2H,d.J=8.4Hz).7.95(2H.d.J=8.4Hz) 


0-»- 
47 


0-9 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


250-255 
(decom.) 


1.1 5(3H.t,J=6.9Hz).3.54(2H.q.J=6.9 
Hz).3.83(3H t sM.32(2Hs).4.55(2H.s) 
.6.73(1 H.d, J=37.2Hz),7.1 4-7.28 
(2Km).7.41( 1 Kd.J=8. 1 Hz),7.94(2H. 
d,J=8.7Hz).8.00(2H,d.J=8.7Hz) 


0-9- 
48 


0-9 




CH=N OMe 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


245-250 
(decom.) 


3.8 1 (3 H,s),3.92(3H,s).4.0 1 (2H.s).6.7 
4(1 H,d.J=36.9Hz),7.1 4-7.22 
(2H.m).7.40(1H,d,J=8.4Hz),7.93(2H. 
d,J=8.7Hz).8.03(2H.d.J=8.7Hz).8.34 
(1H.s) 


0-9- 
49 


0-9 




CH=N0Et 


s 


H.H 


OMe 


H 


H 


H 


F 


H 


209- 
210.5 


1 .26(3H,t,J=7.2Hz).3.82(3H.s),4.1 5( 
2H.q,J=6.9Hz).4.47(2H,s).7.02(1H.d 
,J=36.6Hz).7.30(1 H.s).7.31 0 H,d.J= 
8.1 Hz).7.49(1 H.d.J=8.1 Hz).7.93(2H. 
d.J=8.4Hz),8.03(2H.d,J=8.4Hz).8.35 
(1H.s) 


0-8-1 


0-8 


..XT 


CH20Et 


o 


H.H 


F 


H 


H 


H 


F 


H 


205-206 


1 .08(3H,t J=6.9Hz),3.50(2H,q. J=6.9 

Hz),4.57(2H.s).5.46(2H.s).7.02(1H.d 

,J=36.3Hz).7.45(1H.tJ=a.7Hz).7.55 

(1 H,d,J=9Hz).7.58(1 H,t.J=1 2.9Hz), 

7.97(2H,d.J=8.4Hz).8.04(2H.d 1 J=8.4 

Hz) 


0-9- 
50 


0-9 




Me 


s 


H.H 


H 


H 


H 


H 


H 


Et 




MS/n/z448 (M+H)* 



[0292] [^137] 



WO 2005/054213 



235 



PCT/JP2004/017706 



R 6 R 15 R 16 




COOR 1 



No ^fiJcSe R1 R2 XI R3.R4 R5 R6 R7 R8 R9 RIO R15 R16 R17 mp 



a- 

18-1 



18-2 



ar-18 



Of-18 



jy 



H.H 



OMe 



H.H 



Me 



Me 



Me 



Me 



.28(3H.d,J=6.9Hz),2.57(2H),3.2 
5(1H).3.B3(3H,s).3.85(3H,s>.4.05 
(2Hs).4.09(2H.s).6.02(1H).6.29( 
1 H).6.74(2H).7.30(1 H.d.J=7.BHz) 
.7.35(1 H).7.72(2H.d. J=8.4Hz),7.8 
1 (2H,d.J=8.4Hz) 



NMR<CDCI3 or DMSO-d6) 



1 .27(3H,d. J=6.9Hz).2.56(2H).3.2 
5(1H).3.61(3H.s).4.05(2H.s),4.06 
(2H.s).e.03(1 H),6.30(1 H).7.1 5(2H 
,d,J=8.1Hz).7.31(2H,d.J=8.1Hz). 
7.35(1 H).7.73(2H,d. J=8.4Hz),7.8 
2(2H.d,J=8.4Hz) 



a- 
18-3 



Of-18 



F 3 C 



xx 



CH2CKCH 
2)2F 



H.H 



OMe 



Me 



Me 



1 .28(3H.t J=7.2Hz),2.49-2.64 
(2H.m).3.1 9-3.31 (1 H.m).3.63(3H 
s),3.73-3.76(1 H,m),3.83-3.86 
(1 H.m),3.88(3H.s).4.1 9(2H.s).4.5 

-4.53(1 H,m) 1 4.64(2H,s),4.67- 
4.69(1 H.m).6.73-6.77(2H,m). 
7.32(1 H.d. J=7.8Hz).7.75(2H.dJ= 
8.4Hz),7.90(2H,d,J=8.4Hz) 
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.25(3H,t, J=6.9Hz).1 ,28((3H,d.J 
=7.2Hz).2.48-2.64(2H,m>,3.1 9- 
3.31(1 H.m).3.58(2KaJ=7.2Hz).3 
.62(3H.s),3..88(3H,s).4.17(2H.s). 
4.51 (2H.s).6.72-6.76(2H.m).7.30 
-7.34(2H,mX7.77-7.82(2H,m) 
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=7.2Hz).2.49-2.65(2H,m).2.99 
(2H.t J=6.6Hz),3.20-3.32(1 H^n), 
3.47(2H.q,J=6.9Hz).3.63(3H.s).3. 
68(2H.q,J=6.6Hz).3..88(3H.6).4.1 
7(2H,s).6.73-6.77(2H,m).7.33 
(1 H,d. J=7.8Hz).7.72(2H,d,J=8.4 
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=6.9Hz),2.48-2.64(2H.m).3.19- 
3.31 (1 H.m).3.57(2H,Q.J=6.9Hz).3 
.63(3H,$),3..88(3H,s),4.1 7(2H,s), 
4.5 1 (2H.s),6.7 1 -6.77(2H.m),7.32 
(1H,d.J=7.8Hz).7.44-7.48 
(2Hjn).7-66-7.71(2Hjn) 
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1 .28(3H,d, J=6.9Hz).2^0(3H.s)Z 
48-2.65(2H,m).3.1 9-3.31(1 H,m>. 
3.63(3H.s>,3.86(3H,s).3.88(3H.s), 
4.07(2H.s).6.70-6.79(2H,m). 
6.96-7.00(2H.in).7.34(1 H.d. 
J=7.8Hz).7.60-7.63(2H t m) 
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3.31 (1H.m). 3.63(3H.s). 3.87(3H 
s).4.21 (2H.q.J=7.2HzX4.29(2H.s) 
6.72-6.76(2H.m).7.33(1 H.d. 
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6.9HzX 2.48-2.45<2H,mX 3.22- 
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6.6Hz).1 .61 -1 .65(2H.mX2.48- 
2.64(2H.mX3.22-3.29(1 Hjm), 
3.48(2H.U=6.6Hz).3.63(3H r s). 
3.B8(3H.sX4.1 7(2H.sX4-51 (2H.s), 
6.73-6.76(2H.mX7.31 -7.33 
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47-2.62<2H,mX3.22-3.29(1 H.mX 
3.62(3H,s).3.89(3H,sX4.1 0(2H.s). 
6.73-6.76(2H.m).7.32(1 H,d, 
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2.65(2Hjn).3. 1 9-3.32(1 H.mX 
3.63(3H.sX388(3H^X4.1 3(2H.t 
J=6.9HzX4.30(2H.sX6.72-6.76 
(2H/n).7.33(1 H.d. J=7.8HzX7.75( 
2H.d.J=8.4HzX7.84(2H.d,J=B.4H 
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(3H.s).3.8(3H.s).4.28(2H.sX4.39( 
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3.35(4H.mX3.83(3H.sX3.64(2H.t 
J=6.9Hz).3.88(3H.sX4.1 5(2H.s).6 
.72-6.77(2H.mX7.33(1 H.d.J=7.8 
HzX7.73(2Kd.J=8.4Hz),7.88(2H, 
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3.31(1H,m).3.63(3H,s).3.87(3H.s) 
,4.30(2H.sX4.41 -4.49(1 H.m).6.72 
-6.76(2H,mX7.32(1 H,d,J=7.8HzX 
7.75(2H,d,J=8.4HzX7.84(2H.d,J= 
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(2H,mX3.20-3.29(l H,m).3.63(3H 
sX3.88(3H.sX3.97(3H,sX4.30(2H, 
s).6.73-6.79(2H,m),7.34(1 H,d, 
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s).3.78(2H.tJ=5.7HzX3.88(3H.s). 
4.28(2H.s).4.38(2H,tJ=5.7HzX6. 
73-6.77(2H.m).7.32(1 H,d.J=7.5 
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0.94(3H.t,J=7.5Hz).1 .28(3H.d.J= 
7.2Hz),1.60-1 .67(2H.m).Z48- 
2.64(2H.m),3. 1 9-3.3 1 (1 H,m), 
3.47(2H.tJ=6.6Hz).3.63(3H^).3. 
88(3H.s).4.1 7(2H,8X4.50(2HsX6. 
72-6.76(2H.m),7.32(1 H.d. J=7.8 
Hz), 7.45 (2H. d. J=8.4 Hz). 7.70 
(2H. d, J=8.4 Hz) 
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-3.32(1 H,mX3.63(3H.sX3.88(3H, 
s) l 3.97(3H r s).4.29(2H,s),6.73- 
6.77C2H,m),7.32-7.35(3H.m). 
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1 .1 4(3H.d. J=6.6Hz),2.25(3H,sX 
2.64(2Hjn).3.00(2HjmX3.62(3H,s 
X4.1 1(2H.s).7.09(2H,d.J=8.1 Hz). 
7.33(2H,d\ J=8.1 Hz),7.74(2H,d,J= 
8.4Hz),7.B1 (2H.d, J=8.4Hz) 



[0295] Dftl40] 



WO 2005/054213 



238 



PCT/JP2004/017706 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


RIO 


R15 


R16 


R17 


mp 


NMRCCDCI3 or DMSO-d6) 


a- 
18-24 


or-18 




CH20E1 


S 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .27(6H.m)Z57(2Rm).3.26(1 H, 
m) ( 3.58(2H f m),3.63(3H,s).3.88 
(3H.s).4.1 9(2H,s).4.53(2H,s),6.73 
(1 H.s J.6.750 H.d,J=7.8Hz).7.32( 
1 H.d. J=7.8Hz),7.74(2H,d, J=8.4H 
z).7.88(2H.d,J=8.4Hz) 


ot- 
18-25 


a-18 




CH20nPr 


S 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


Me 




0.95(3H,t,.J=7.5Hz).1 .28(3H.d,J= 
6.9Hz),1 .65(2H,m).2.57(2H.m). 
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,J=9.6Hz) J .37(1 H.t J=7.5Hz).7.7 
5(2H,dU=8.4Hz), 
7.83(2H.d,J=8.4Hz) 


a- 
18-38 


a-18 




CH=NOEt 


S 


H,H 


F 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .27(3KctJ=8.1 Hz>,1 .34(3H.t J= 
7£Hz),2.55(2H)3.25(1 H).3.62(3H 
l s),4.26<2H f q > , J=7.2Hz).4.31 (2H, 
s).6.04(2H.d.J=9.4Hz).7.38(1 Kt 
J=82Hz).7.82C2Rd.J=8.2Hz) 



[0297] [^142] 
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240 



PCT/JP2004/017706 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


RIO 


R15 


R16 


R17 


mp 


NMR(CDCI3 or 0MSO-d6) 


a- 
18-39 


a-18 




CH20Et 


S 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .25(3H,t J=7.2Hz).2.54(2H).3.2 
4(1 H).3.58(2H.q,J=7.2Hz),3.62(3 
H,s),6.93(2H,d,J=9.6Hz).7.37(1H, 
tJ=7.2Hz).7.46(2H.d.J=8.4Hz),7. 
S8(2H,d,J=8.4Hz) 


a- 
18-40 


a-18 




Me 


S 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H,d. J=6.9Hz)Z27(3H,s>, 
2.52-2.70(2H r m).3.44-3.57(1 H. 
m).3.62(3H.s).4.1 3(2H,s).7.07- 
7.1 5(3H.m).7.73-7.83(4H.m) 


Of- 
18-41 


a-18 




CH20Et 


S 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




1 ,27(3H.t J=6.9Hz),1 29(3H.d,J= 
6.9Hz)Z61 (2H).3.59(2H,q,J=8.9 
Hz).3.63(3H.s),4.23(2H,s).4.53(2 
H,s).7.08-7.1 5(3H.m),7.75(2H.d, 
J=8.4Hz).7.87(2H.d.J=8.4Hz) 


a- 
18-42 


ff-18 




CH20nPr 


S 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




0.97(3H.t J=7.2Hz).1 28(3H.d.J= 
6.9Hz),1.64(2H).2.61(2H).3.49(3 
H.s).3.62(3H.s).4.23(2H.s).4.52(2 
H.s).7.07-7.1 4(3H.m).7.75(2H.d. 
J=8.4Hz),7.87(2H,d.J=8.4Hz) 


a- 

18-43 


a-18 




CH=NOEt 


S 


H,H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H,dJ=6.9Hz).1 .34(3H.t J= 

6.9Hz).2.61(2H),3.53(1H>,3.62(3 

H.s).4.23(2HqJ=6.9Hz).4.37(2H. 

s).7.10-7.15(3H,m),7.76(2Kd. 

J=8.4Hz).7.82(2H.d.J=8.4Hz) 


or- 

18-44 


a-18 




Me 


S 


H.H 


H 


Me 


H 


H 


H 


H 


Me 


H 


Me 




1 .22(3H,d.J=7.2Hz).2.24(3H,s),2. 
34(3H,s),2.55(2H).3.51 (1 H.X3.62 
(3H.s).4.1 1 (2H.s).7.09-7.24(3H. 
m).7.7 1 (2H.d.J=8.4Hz).7.82(2Kd 
.J=8.4Hz) 


a — 

18-45 


a-18 




CH=NOEt 


s 


H.H 


H 


Me 


H 


H 


H 


H 


Me 


H 


Me 




1 .22(3H.d. J=6.9Hz)Z35(3H.t J= 
7.2Hz),2.34(3H,s),2.55(2H),3.49( 
1 H.),3.63(3H 1 s)A22C2H).4.35(2H 
,s)7.10(1 H.d.J=8.1 Hz),7.22(1H.d. 
J=4.8Hz).7.7B(2H,d.J=8.4Hz).7.8 
3(2H.d.J=8.4Hz) 


a- 
18-46 


a-18 




CH20Et 


s 


H.H 


H 


Me 


H 


H 


H 


H 


Me 


H 


Me 




1 .21 (3H.d. J=6.9Hz).1 .25(3H.t. J= 
6.9Hz),2.33(3H.s).2.55(2H).3.48( 
1 H.).3.56<2H.q.J=e.9Hz).3.B2(3H 
,s),4.1 9(2H,s),4.47(2H r s),7.1 0(1 H 
,d.J=8 1 Hz).7.1 9-7.25(2H.m). 
7.46(2H.dJ=8.4Hz).7.67(2H.d,J= 
8.4Hz) 


a- 
18-47 


a-18 




CH20Et 


s 


H,H 


H 


Me 


H 


H 


H 


H 


Me 


H 


Me 




1 .22(3H.d. J=6.9Hz),1 .26(3H.t,J= 

6.9Hz).2.33(3H.s).2.55(2H).3.48( 

1 H.).3.57(2H.q.J=6.9Hz).3.62(3H 

,s),4.01 (2H.s),4.50(2H.s) ,7.1 3(1 H 

,d.J=7.8Hz).7.19-7.25(2H.m), 

7.75(2H.d,J=8.4Hz),7.88(2H.d.J= 

8.4Hz) 


a- 
18-48 


a-18 




CH=NOEt 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .27(3H.t.J=7.2Hz).1 .35(3H.t J= 
7.2Hz).2.47-2.64(2H r m).3.1 8- 
3.31(1 H.m),3.62(3H,s).4.23(2H.q. 
J=7.2Hz).4.35(2H.s).7.1 5(2H.d.J 
=8.1 Hz).7.37(2H,dJ=8.1 Hz).7.76 
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No 




R1 | 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


RIO 


R15 


R16 


R17 


mp 


NMRCCDCI3 or DMSO-d6) 


































(2H.d.J=8.4Hz).7.83(2H.d.J=8.4 
Hz) 


a- 
18-49 


a-18 




CH=NOEt 


S 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H,t,J=6.9Hz),1 33(3H.t,J= 

6.9Hz).2.48-2.65(2H.mX3.17- 

3.32(1 H.m),3.63(3Ks).3.87(3H.s) 

.4.22(2H,q,J=6\9Hz),4.30(2H.s),6 

.70-6.80(2H.m). 7.33(1 H.dJ=7.8 

Hz),7.75(2H,d.J=8.4Hz).7.84(2H. 

d.J=8.4Hz).8.18(1H.s) 


a- 
18-50 


a-18 




CH2CN 


S 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H,d. J=6.9HzX2.49-2.64 
(2H.m> ( 3.20-3 .32(1 H,m) t 3.62 
(3H.s).3.83(2H t s).3.90(3H.s).4.21 
(2H.s).6.73-6.76(2H.m).7.33 
( 1 H.d. J=8.1 Hz),7.75-7.82(4H.m) 


a- 
18-51 


a-18 




CH=NOMe 


S 


H,H 


F 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .27(3H,d,J=6.9Hz).2,47-2.B3 
(2H.m).3.22-3.30(1 H,m>.3.62 
(3H.s).3.97(3H.s),4.31 (2H.s). 
6.92-7.40(5H,m).7.72(2H.d. 
J=9Hz).8.11(1H.s) 


a- 
18-52 


Of-tS 




CH=NOEt 


S 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .27(3H.d,J=6.9HzXl 34(3H.t J= 
7.2Hz).2.47-2.63(2H.mX3.20- 
3.32(1 H.m).3.63(3H,s).4.25(2H.q. 
J=6.9Hz),4.31 (2 H,s).6.94(2H.d. J 
=9.0Hz).7.3O-7.4O(3HW.7.73 
(2H.d.J=9.0HzX8.15(1H.s) 


Of- 
18-53 


a-18 




CH=NOMe 


S 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .27(3H,d,J=6.9Hz),2.47-2.63 
(2H.m).3.20-3.30(1 Km).3.62 
(3H.sX3.98(3H.sX4.32(2H.s).6.9- 
6.97(2H,m).7.37(1 H.tJ=7.8Hz>,7. 
76(2H,d. J=7.8Hz),7.81 (2H.d,J=7. 
8Hz).8.13(1H.s) 


or- 
18-54 


a-18 




CH=NOMe 


S 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H.d. J=6.9HzX2.52-2.70 
(2H.rr0.3.45-3.55(1 H^).3.63(3H. 
sX3.99(3H.sX4.38(2H.s).7.1 0- 
7.20(3H,mX7.77(2H,d,J=9.0HzX 
7.81(2H,d.J=8.4Hz),8.15(1 H.s) 


a- 
18-55 


a-18 




CH=NOEt 


S 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H,d.J=7.2Hz).1 .34(3H.tJ= 
7.2HzX2.50-2.70(2H,m),3.45- 
3.58(1 H > mX3.63(3H.s).4.22(2H.q. 
J=7^HzX4.36(2H.sX7.10-7.20 
(3H.mX7.35(2H.d.J=9.0HzX7.73( 
tn,a, J— y.unzyo. i oi i n,B/ 


a- 
18-56 


a-18 




Me 


s 


H,H 


H 


CI 


H 


H 


H 


H 


Me 


H 


Me 






Qf- 
18-57 


a-18 




0H2OEt 


s 


H.H 


H 


CI 


H 


H 


H 


H 


Me 


H 


Me 






a- 
18-58 


a-18 




CH=NOEt 


s 


H.H 


H 


ct 


H 


H 


H 


H 


Me 


H 


Me 
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No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R9 


RIO 


R15 


R16 


R17 


mp 


NMRCCDCI3 or DMSO-d6) 


ar- 
18-59 


a-18 




Me 


S 




OMe 


H 


H 


F 


H 


H 


Me 


H 


Me 






Ct~ 
18-60 


ar-18 




CH20Et 


s 


H.H 


OMe 


H 


H 


F 


H 


H 


Me 


H 


Me 






a- 
18-61 


a-18 


ifV 


CH=NOEt 


s 


H,H 


OMe 


H 


H 


F 


H 


H 


Me 


H 


Me 






a- 

18-62 


ar-18 




Me 


s 


H.H 


OM& 


H 


H 


CI 


H 


H 


Me 


H 


Me 






a- 
18-63 


ar-18 


— 3*-» 


CH20Et 


s 


H.H . 


OMe 


H 


H 


CI 


H 


H 


Me 


H 


Me 






a- 
18-64 


a-18 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


CI 


H 


H 


Me 


H 


Me 






ct- 
18-65 


Of-18 






s 


H,H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H.d.J=6.9Hz).2.52-2.7Z 
(2H.m),3.45-3.55(l H.m).3.63(3H, 
s).3.98C3H.s),4.37(2Ks).7.1 0- 
7.1 7(3H.mX7.35(2H.d.J=9.0Hz). 
7.72(2H.d,J=8.7Hz).8.1 2(1 H.s) 


ot- 
18-66 


ar-18 




CH=NOMe 


s 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


Me 




1 ,29(3H.d. J=6.9HzX2.52-2.70 
(2H.m).3.44-3.60(1 H,m),3.63(3H, 
5).3.98(3H.s).4.37(2H.s).7.10- 
7.1 7(3H.m),7.49(2H,d, J=9.0Hz), 
7.62(2H,d,J=8.7Hz),8.13(1 H.s) 


a- 
18-67 


ar-18 




CH=NOMe 


s 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .27(3H.d. J=6.9HzX2.47-2.63 
(2Rm).3.1 9-3.32(1 H.m).3.62(3H. 
s).3.97(3Ks).4.31(2H.s).6.91- 
6.98(2H.m).7.37(1 H.t.J=7.8Hz). 
7.48(2H,d.J=8.7Hz).7.61(2H.d.J= 
8.7Hz).8.11(1H.s) 


a- 
18-68 


ar-18 




CH=NOMe 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .28(3H.d.J=6.9Hz>.2.48-3.32 
(3H.m).3.63(3H.3),3.87(3H,s).3.9 
6(3H.s).4.29(2H.s).6.70-6.80(2H. 
m).7.34<1 H.t.J=7.8Hz).7.47(2H.d. 
J=9Hz).7.63(2H,d.J=8.7Hz),8.1 2( 
1H.s) 


a- 
18-69 


ar-18 


JOT 


CH2CN 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .29(3H.d. J=6.9HzX2.49-2.64 
(2H^i),3.20-3.32(1 H,m).3.62 
(3Ks),3.83(2H.s).3.90(3H > s) t 4.21 
(2H.s).6.73-6.76(2Hjn).7.33 
(1 H.d. J=8. 1 Hz),7 75-732(4H,m) 



[0300] [^145] 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


RIO 


R15 


R16 


mp 


NMR<CDCI3 or DMSO-d6) 


0- 

1 1 — 1 


0-11 




or 


S 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


oil 


1.31(3H.d,J=6.9Hz).2.60(2H>.3.24( 
1HX3.85(3H.sX4.05(2H.sX4.08(2H. 
sX6.02(1 HX6.290 H).6.74(2H),7.30 
[1H.d.J=7.8Hz).7.34(1H).772C2H. 
d.J=8.4Hz).7.801(2H t d.J=8.4Hz) 


0- 
11-2 


0-11 




or 


S 


H.H 


H 


H 


H 


H 


H 


H 


Me 


H 


oil 


1.29(3H.d.J=6.9HzX2.59(2HX3.24( 
1 HX4.04(2H.s)A06(2H t s),6.03(1 H 
X6.30C1HX7.15C2H,o\J=8.4HzX7.3 
2(2H.d,J=8.4HzX7.35(1 HX7.72C2H 
.d.J=8.4HzX7.81 (2H.d.J=8.4Hz) 


P- 
11-3 


fi-il 




CH20 
(CH2)2F 


s 


H.H 


OMa 


H 


H 


H 


H 


H 


Me 


H 




1 .30C3H.t,J=6.9Hz),2.52-2.68(2H. 
mX3.1 8-3.30(1 H.m),72-3.75(1 H. 
mX3.82-3.85(1 H.mX3.87(3H.s). 
4.1 9(2H.sX4.50-4.53(1 H,mX4.63 
(2H.sX4.66-4.68Cl H,m).6.73-6.80 
(2H.mX7.32Cl H.d. J=8.4HzX7.74(2 
H.dJ=8.4HzX7.89C2H,d.J=8.4Hz) 


0- 
11-4 


0-11 




CH20Et 


S 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 




1 .25(3H,t. J=7.2Hz).1 .3Q((3H.d. J=7 
.2HzX2.52-2.68(2H.m).3.1 8-3.30 
(1 H,m).3.57(2H,q, J=7.2HzX3.88(3 
H.sX4.17C2H.sX4.51(2H.sX6.71- 
6.77(2H,mX7.30-7.34(2H t mX7.77- 
7.81 (2H,m) 


0- 
11-5 


0-11 




(CH2)20Et 


s 


KH 


OMe 


H 


H 


H 


H 


H 


Me 


H 




1 .1 5(3H.t, J=7^Hz).1 .32((3H.d. J=6 
.9HzX2.54-2.69(2H.mX2.90(2H. 
t.J=6.6HzX3.1 9-3.31 (1 H,m),3.46 
(2H,q,J=7.2Hz).3.63(2H.tJ=6.6Hz 
X3..87(3Hs).4.1 4(2H.sX6.63-6.78 
(2H.m).7.33(1 H,d,J=7.8HzX7.72(2 
H,d.J=8.4Hz)l7.89(2H.d.J=8.4Hz) 


0- 
11-6 


0-11 




CH20Et 


s 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 




1 .24(3H,t. J=6.9HzX 1 -30((3H.d. J=6 
.9HzX2.52-2.68(2H.mX3.1 8-3.30 
(1 H.mX3.56(2H,q,J=6.9HzX3..878( 
3H.sX4.1 6C2H.sX4.50(2Ks) ( 6.72- 
6.77C2H,mX7.33(1H,d.J=7.5HzX7. 
42-7.47(2H,mX7.66-7.70(2H,m) 


0- 
11-7 


0-11 




Me 


s 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 




1 .31 (3H,d,J=6.9HzX2^0(3H.s).2.5 
3-2.69C2H jiiX3.1 9-3.31 (1 H.mX 
3.B6C3H.s).3.88(3H.6).4.07C2H.s). 
6.73(1 H.sX6,76(1 H.d.J=7.8HzX 
6.96-7.03(2H.mX7.34(1 H.d,J=7.8 
Hz).7.59-7.63(2H.m) 


0- 

11-8 


0-11 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


101- 
103 


1.31(3H.d,J=7.2HzX 1-33(3H,t 
J=6.9Hz), 2.52-£69(2H.mX 3.18- 
3.30(1 H,mX 3.67(3H.s). 4.12(2H.q, 



[0301] [^146] 



WO 2005/054213 
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No 




R1 


R2 \ 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


RIO 


R15 


R16 




NMR(COCI3 or DMSO-d6) 
































J=6.9Hz). 4.29(2H.sX 6.72-6.77 
(2Hjn). 7.34(1 H.d.J=73Hz). 7.47 
[2H.d.J=8.4Hz).7.64C2H,d,J=8.4Hz 
>, 8.15(1H,s) 


0- 
11-9 


0-11 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


84-86 


1 3ft- 1 3<tffiM 2 52-2.70(2R 
m),3.2 1^3.28(1 H,m),3.87(3H.sX 
4.21 (2H.q. J=6.9Hz).4.29(2H.s).6.7 
3-6.77(2H,m),7.32-7.35(3H.m) 
7.75(2H,d. J=8.7Hz).8. 1 5(1 H.s) 


0- 
11-10 


0-11 




CH20Me 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


oil 


1 .31 (3H.d. J=6.9Hz).2.52-2.69(2H. 

__\ o -t o_»» mfi u m) 3 42f3H s) 
Tly.o. i o o.ouk 1 n,m/ 4 o.**t^«>ri > s»/ 1 

3.88(3H.s).4.1 8(2Ks).4.48(2H,s). 

6.73-6.77(2H,m).7.33<1 Rd.J=8.1 

Hz),7.74(2H,d.J=8.1 Hz).7.87(2H.d, 

J=8.1Hz) 


0- 
11-11 


0-n 




CH20nPr 


s 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


oil 


n QA/IH ♦ 1-7 9H7^ 1 31 (3H d J= 

6.9H2),1.58-1.70(2H.m).2.52-2.69 
(2H.m).3.19-3.30dH.m),3.48(2HX 
J=6.6Hz).3.88(3H.s).4.1 7(2H.s). 
4.50(2H.sX6.73-6.77(2H.mX7.30- 
7.34(3H.mX7.80(2H.d,J=9.0Hz) 


0" 
11-12 


0-n 




Me 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


1 1 O.O 

117.5 


1 .31 (3H,d,J=6.9Hz),2.26(3H.s),2.5 
d Z.D9Un^,i>.£ i o.«J i v. • n.m;, 
3.8B(3H.s),4.1 0(2Ks),6.73-6.77 
(2H.m).7.33(1 H.d f J=8.1 Hz).7.73(2 
H,d.J=8.1 HzX7.80(2H.d.J=6.1 Hz) 


$- 
11-13 


0-11 


.XX 


CH=NO 
nPr 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


ivie 


l_l 


71.0- 
72.0 


0.97(3H.t.J=7.5Hz).1 .31(3H.d.J= 
6.9Hz).1 .71-1 .80(2H,m)Z52-2.70 
(2H,m).3.2 1-3.31 (1 H.m).3.87(3H. 
d 13(9H t t=fi QU 7 N 4 30f2H 

&/,*¥. 1 «>^trl,t,0 — 0.3nZ/,H.OU\£n,3A 

6.73C1 H,s),6.76(lH,d.J=7.8Hz),7.3 
4(1 H.d.J=7.8Hz).7.75(2H,ct J=8.1 H 
z).7.84(2H.d.J=8.1 Hz).8.1 9(1 H.s) 


0- 
11-14 


0-11 




CH=NO 
<CH2)2F 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


92.0- 
93.5 


1.31 (3H,d.J=6.9Hz),2.52-2.70{2H, 
m).3.1 9-3.31 (1 H.m),3.87(3H,s), 
4 ?8(2H s) 4 38C2H d J=28 5Hz) 
4.66(2H.d.J=47.4Hz).6.74-6.7B 
(2H,m) I 7.33(1H,d,J=7.8Hz) 1 7-76(2 
H.d.J=8.4Hz).7.83(2H,d.J=8.4Hz). 
8.25(1 H,s) 


0" 
11-15 


0-11 




(CH2)20Me 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


80.0- 
81.0 


1 .32(3H,d, J=6.9Hz).2.54-2.69(2H, 
m) 1 2.89(2H,t,J=6.9Hz) t 3,21-3.33 
(4H f m),3.59(2H.tJ=6.9Hz),3.87(3 
H.s),4.1 3(2H,s),6.74-6.78(2H,s) t 
7.33(1 H.d, J=7.8Hz),7.73(2H,d,J= 
8.7Hz).7.86(2H,d.J=8.7Hz) 


0- 

11-16 


0-11 


,xx 




s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


70.0- 
72.0 


1.31 (3H, d, J=7.2 Hz), 2.53-2.59 
(2H.m).3.21 -3.28(1 H,m),3.83(3H. 
s),3.90(2H,sX4.04(2H^),5.94(2H. 
s).6.55-6.58(2H,m).6.70-6.76(3H, 
m).7.28(1 H.d,J=8.1 Hz).7.68(2Rd, 
J=8.4Hz).7.74(2H.dJ=8.4 Hz) 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


R10 


R15 


R16 


mp 


NMR(CDCI3 or DMSO-d6) 


0- 
11-17 


0-11 




CH=NO 
cPen 


S 


H.H 


DMe 


H 


H 


H 


H 


H 


Me 


H 


i 

71.0- 
72.5 


1 .32(3H.d. J=6.9 Hz).1 .59-1 .86(BH. 

Ti)Z53-2.70(2H.m).3.21-3.29(1H 

tiX3.87(3H.sX4.30(2H.s).4.78(1H. 

Ti).6.73-6.77(2H.m).7.33(1 H.o\ 

J=7.8HzX7.75(2H.d.J=8.4HzX7.84 

[2H.d.J=8.4Hz).8.16(1H.s> 


0- 
11-18 


0-11 




CH=NOiPr 


S 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


86.0- 
87.0 


1 .30-1 33(9H,m).2.53-2.70(2H. 
fn).3.1 9-3.31 (1 H,m),3.87(3H.m), 
4.30(2H,s>,4.39-4.51 <1 H,m),6.73 
-6.78(2H r m).7.34(1 H.d.J=7.8Hz). 
7.75C2H,d,J=8.4Hz).7.84(2H.d,J=8 
4Hz).8.18(1H,s) | 


o _ 
P 

11-19 


0-11 




CH=NOMe 


S 


KH 


OMe 


H 


H 


H 


H 


H 


Me 


H 


83.0- 
84.0 


1.31 (3H,d.J=6.9Hz).2.53-2L70C2H. 
rr»X3.1 9-3.31 (1 H,m).3.87C3H,s), 
3.97C3H.s),4.30(2H.s),6.73-6.77 
(2H.m),7.35(1 H,d.J=7.8Hz).7.75<2 
H,d.J=8.4Hz).7.83(2H,d,J=8.4Hz), 
8.15 (1H, s) 


0- 
11-20 


p -1 1 


F 3 C 


CH=NO 
(CH2)2CI 




H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


105.5 
107.0 


1 .32(3H.d.J=6.9Hz)Z53-2.70(2H. 
m).3. 1 9-3.31 (1 H.mX3.77(2H.t J= 
5.7Hz).3.88(3H.sX4.28(2H.s).4.37C 
2H.tJ=5.7Hz).6.74-6.78(2H,m). 
7.32(1 H.d.J=7.5Hz),7J6(2H.d, J=8 
.4Hz).7.82(2H.d.J=8.4Hz).8^5(1 H. 
s) 


0~ 
11-21 


0-11 




CH20nPr 


S 


KH 


OMe 


H 


H 


H 


H 


H 


Me 


H 


oil 


0.94(3H,t,J=7.5Hz) f 1.31(3H.d,J=6. 
9Hz).1 .57-1 .69(2H.m).2.52-2.69 
(2H,m).3.1 8-3.30(1 H.m).3.46(2H. 
t.J=6.6Hz).3.87(3H.s).4.1 6(2H.s). 
4.49(2H.sX6.73-6.77(2H,m).7.33 
(1 H.d.J=7.5HzX7.45(2H.d. J=8.4Hz 
).7.69(2H,d.J=8.4Hz) 


0- 
11-22 


0-11 




CH=NOMc 


S 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


99.0- 
100.0 


1 .31 (3H.<t J=6.9HzX2.52-Z70 
(2H,m),3.1 9-3.31 (1 H,m).3.87(3H, 
s).3.96(3H.s).4.29(2H.sX6 : 73-6 77 
(2H,m),7.33-7.35(3H.m),7.74 
(2H.d.J=8.7HzX8.12(1H.s) 


0- 
11-23 


0-11 




Me 


s 


H.H 


H 


H 


H 


H 


H 


Me 


H 


H 


86-88 


1 .01 (3H.d.J=6.6HzX2.23(3H > sX 
2.60(2H.mX2.83(2H,mX4.3Q(2H,sX 
7.1 5(2H,d, J=8.4Hz).7.33(2H.d, J=8 
.4Hz),7.92(4H,m) 


0- 
11-24 


0-11 




CH20Et 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


^1 




1 .25(6H.mX2.60(2H.mX3.24(1 H.m) 
,3.5B(2H.q.J=6.9HzX3.88(3H.sX 
4.1 8(2H.sX4.53(2H.s).6.73(1 HsJ, 
6.75(1 H.cU=7.8HzX7-33(1 H.d.J=7 
.8HzX7.74(2H.d. J=8.1 Hz).7.88(2K 
d.J=8.1Hz) 


0- 
11-25 


0-11 




CH20nPr 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


65-69 


0.94(3H,t,J=7.5Hz) r 1 .30(3H,d. J=8. 
4HzX1.65(2H,mX2.60(2r1,mX3.25( 
1 H.m).3.49(2H.t J=6.6HzX3.8B(3H 
,s).4.1 8(2H.s),4.53(2H,sX6.73(1 Ks 
J.6.75(1 H,d. J=7.8Hz),7.33(1 H,d,J 
=7.8Hz).7.73(2rid,J=8.4HzX7.89< 
2H.d,J=8.4Hz) 
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No 




R1 


R2 


X1 


R3.R4 


R5 


R6 


R7 


R8 


R9 


R10 


R15 


R16 


mp 


NMR(CDCI3 or DMSO-d6) 


0- 
11-26 


0-11 




CH20CH2 
cPr 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


55-58 




0" 
10-1 


0-10 




CH20Et 


o 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


121- 
123 




0- 
10-2 


0-10 




CH20nPr 


o 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


127- 
129 




0- 
10-3 


0-10 




Me 


o 


KH 


OMe 


H 


H 


H 


H 


H 


Me 


H 


96-98 




0- 
10-4 


0-10 




CH20Et 


o 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


124- 
126 




0" 
10-5 


0-10 




CH20nPr 


o 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


122- 
124 




0- 
10-6 


0-10 




Me 


o 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


113- 
115 




11-27 


0-11 


f 3 ct^ 


CH20Et 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


Me 


90-92 




0- 
11-28 


0-11 




Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


Me 


108- 
109 




0- 
11-29 


0-11 




Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


H 


183- 
1 86.5 


1 28(3H,d,J=7.2Hz),2.30(3H.s). 
2.59(2H.m) r 3.24(1 H,m),4.1 1 (3H.s), 
4.79(2H.s.),7.1 5C2H.d, J=&4Hz).7.3 
4(2H.d.J=8.4Hz),7.74(2H.m). 
7.81(2H,m) 


0- 
11-30 


0-11 


<jy 


CH20Et 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


H 


83-84 


9Hz).X1 5(1 H),3.51 (2H).4.32 
(2H.s).4.50(2H.G).7.22(2H.d.J=8.4 
Hz).7.35(2H.d.J=8.4Hz).7.93(2H.d 
J=8.7Hz).7.99(2H,d.J=8.4Hz) 


0- 
11-31 


0-11 




CH20nPr 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


H 


59-60 


0.94(3H.t, J=7.2Hz).1 .29(3H,d.J=6. 

9Hz).1.64(2H).2.58(2H). 

3.26(1 H),3.47(3H,t.J=6.6Hz),4.21 ( 

2H,s).4.49(2H.s).7.15(2H t d.J=8.4H 

z),7.34(2H.d.J=8.4Hz),7.74C2KdJ 

=&4Hz),7 87(2H,d.J=8.4Hz) 


0- 

11-32 


0-11 




Me 


s 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


116- 
117 


1 .30(3H.d. J=6.9Hz).2.21 (3H.s). 
2.65(2H).3.24(1H).3.87(3H^X4.07( 
2H.s).6.72-6.78C2H4Ti).7.32(1 H.d. 
J=8.4Hz).7.44(2Kd.J=8.4Hz).7.61 
C2H.dJ=8.4Hz) 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


RIO 


R15 


R16 


mp 


NMRCCDCI3 or DMSO-d6) 


fl- 
it -33 


0-11 


jy 


Me 


S 


H,H 


H 


H 


H 


H 


H 


H 


Me 


H 


149- 
150 


1 .29(3H,d.J=6.9Hz).2.1 9(3H.sX 
2.59(2H)3.24(1 H).4.09(2Ks). 
7.1 4(2H,d. J=8.4HzX7.34(2H,d, J=8 
4Hz),7.44C2H.d.J=8.4Hz),7.62<2H, 

dJ=8.4Hz) 


0- 
11-34 


0-11 




Me 


S 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


75-76 


1 .3Q(3H.d, J=6.9Hz).2.23(3H,sX2.6 
0(2H).3.24(1H),3.88(3H,s).4.07(2H 
.s),6.72-6.78<2H.m),7.32(3H. 
d, J=8.4Hz),7.71 (2H.d. J=8.4Hz) 


0- 
11-35 


0-11 


jy 


Me 


S 


H,H 


F 


H 


H 


H 


H 


H 


Me 


H 


117- 
118 


1 .30(3H,d. J=6.9Hz),2.26(3H.s), 
2.59(2H).3.24(1 H).4.09(2H.s). 
6.92(1 H.s),6.96(1 H.m.),7.35(1 Kd. 
J=8.4Hz),7.73(2H,d.J=8.4HzX 
7.80(2H.d,J=8.4Hz) 


0- 
11-36 


0-11 




CH20Et 


S 


H,H 


F 


H 


H 


H 


H 


H 


Me 


H 


55-56 


1 .25(3H.tJ=6.9HzXl .29(3H.d.J=6. 
9Hz),Z59C2H).3.24(1 H).3.59(2H,q, 
J=6.9Hz).4.1 8(2H,sX4.52(2H,sX6, 
94(2H,d.J=9.0Hz).7.31 -7.40 
(3H,mJ,7.79(2H,d,J=8.4Hz) 


0- 
11-37 


0-11 


<jy 


CH20Et 


S 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


87-88 


1 .26(3H.tJ=6.9Hz),1 .29(3H,d, J=6. 
9Hz).2.59(2HX3.23(1 H).3.59(2H.q. 
J=6.9Hz).4.1 9(2H,s)A54(2H,s).6. 
94(2H.d.J=9.0Hz).7.36(3H.t.J=7.5 
Hz).7.74(2H.d.J=8.4Hz),7.87(2H.d. 
J=8.4) 


0- 
11-38 


0-11 


<jy 


CH=NOEt 


s 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


148- 
149 


1 .29(3H.dJ=6.9Hz).1 .34(3H,t.J=6- 
9Hz)Z58(2H).3^4(1 H).3.59(2H), 
4.31(2H.sX6.94(2H.d.J=9.0Hz).7.3 
7(3H.U=7.5HzX7.74(2H.d.J=8.4H 
z).7.87(2H.d. J=8.4X8.1 6(1 H.s) 


0- 
11-39 


0-11 


jy 


CH20Et 


s 


H,H 


F 


H 


H 


H 


H 


H 


Me 


H 


60-61 


1 .25(3H.tJ=6.9Hz).1 .28(3H,d.J=6. 

9Hz).2.59C2H),3^3(1 HX3.59(2H,q. 

J=6.9Hz),4.18(2H ( sX4.51(2H.sX6. 

94(2H.d,J=9.0Hz).7.37(3H,t.J=7.5 

Hz),7 ; 46(2H,d.J=8.4Hz). 

7.67(2H.d.J=8.4) 


11-40 


0-11 


r jy 


Me 


s 


KH 


H 


F 


H 


H 


H 


H 


Me 


H 


101- 
102 


1 .29(3H.d,J=7.2Hz). 2.26(3H.s). 
2.55-2.75(2H.mX 3.44-3.56(1 H, 
m).4.13(2H.sX 7.07-7.1 8(3H,m), 
7.73-7.84(4H,m) 


$- 
11-41 


0-11 


>jy 


CH20Et 


s 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


64-65 


1 .26(3H.U=6.9HzX1 .30(3H.d,J=6\ 
9Hz),2.64(2HX3.49(1 H),3.59(2H.q, 
J=6.9HzX4.23(2H,sX4.52(2H,s).7. 
07-7. 1 4(3H,m,X7.75(2H.d.J=8.4 
Hz),7.87(2H.d.J=8.4) 


0- 
11-42 


0-11 


<jy 


CH20nPr 


s 


KH 


H 


F 


H 


H 


H 


H 


Me 


H 


72-73 


0.96(3H,t J=7.2Hz),1 .30(3H,d. J=7. 
2HzX 1 .67(2HX2.65(2HX3.49(3HX4 
23(2H.sX4.52(2KsX7.07-7.1 4 
(3H,m,X7.75(2H.d.sl=8.1 Hz),7.87(2 
H,d,J=8.1) 


fi- 
11-43 


0-11 


jy 


CH=NOEt 


s 


KH 


H 


F 


H 


H 


H 


H 


Me 


H 


122- 
123 


1 .32(3H.t J=7.2Hz).1 .35(3H.d, J=7. 
2HzX2.64(2H).3.49(1 HX4.23(2H,q, 
J=6.9HzX4.38(2H,sX7.1 1-7.26 
(3H.m^.7.75C2H,d,J=8.4Hz),7.82(2 
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No 




R1 


R2 


XI 


R3.R4 


R5 


RG 


R7 


R8 


R9 


R10 


R15 


R16 


mp 


NMR(CDCI3 or DMSO-d6) 






























\ 


H.d.J=8.4) 


5- 

11-44 


5-11 




Me 


S 


H,H 


H 


Me 


H 


H 


H 


H 


Me 


H 


74-75 


t .23(3H.d. J=6.6Hz).2.22(3H,s).2.3 
><3H.s).2.57(2H>.3.47(1H.),4.09(2 
-U).7.1 1-7.24(3H.m),7/73(2H. 
i, J=8.4Hz),781 (2H.d, J=8.4Hz) 


$- 
11-45 


>3-i 1 




CH=NOEt 


S 


H,H 


H 


Me 


H 


H 


H 


H 


Me 


H 


103- 
104 


1 .24(3H.d. J=6.9Hz).1 34(3H,t,J=7. 

iu,\ o tQfqu 9 SQf?Hl 3 48(11-0 
cnz/, t.«>o\ l jn l 5/,fc.«javt.ny,o.*TO\ » ■ */ 

4.22(2H,q.J=6.9Hz).4.34(2H,s) 
7.1 1(1 H.d.J=8.1Hz).7.21-7.26(2H. 
m).7.75(2H,d.J=8.4Hz).7.83(2H,d, 
J=8.4Hz) 


5" 
11-46 


5-11 




CH20Et 


S 


KH 


H 


Me 


H 


H 


H 


H 


Me 


H 


82-83 


1 .23(3H,o\J=6.9Hz).1 ,24(3H,t,J=6. 

).3.55(2H,q,J=6.9Hz).4.19(2H.s),4. 
467(2H.s).7.10(1Hd.J=8.1Hz). 
7.1 9-7.25(2H.m).7.45(2H,d. 
J=8.4Hz),7.68(2H,d.J=8.4Hz) 


B- 

11-47 


5-11 




CH20Et 


S 


H,H 


H 


Me 


H 


H 


H 


H 


Me 


H 


66-87 


1 .23(3H.d.J=6.9Hz),1 .25(3H.t 

(1 K).3.54<2Hq t J=6.9Hz).420(2H, 
s).4.49(2H.s).7.1 CX1 H,d,J=7.8Hz). 
7.1 9-7.25(2H,m),7.75(2Hd. 
J=8.4Hz).7.87(2H,d.J=8.4Hz) 


5" 
11-48 


5-11 




CH=NOEt 


s 


H.H 


H 


H 


H 


H 


H 


H 


Me 


H 


141.5 
142.5 


1 .1 9(3H,t,J=6.9Hz),1 .26(3H,t,J=6 
7.2Hz).3.04-3.20(1 H,m).4.15 

frill _ 1-1 OU^ ^ A1^9U 1 91f9 

H.d.J=8.4Hz).7.34(2H.d.J=8.4Hz). 
7.93(2H.d,J=8.4Hz).8.03(2H.d,J=8 
.4Hz).8.33(1H,s) 


5- 

11-49 


5-11 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


97-98 


1 .2 1 (3H.t.J=6.9Hz),1 26(3H.t.J=6. 

(3H.s).4.14(2H > aJ=6.9Hz).4.33(2 
H.sX6.82(1 H ,dd,J 1 =7.82Hz, J2=1 .2 
Hz),6.90(1 H.d.J=1 .2Hz),7.29(1 H.d. 
.1=7 AH?) 7 0,3(?H H J=8 4Hz) 8 03 
(2H,d,J=8.4Hz)3.32(1 H.s> 


5" 
11-50 


5-11 




CH2CN 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


107- 
110 


1 .31 (3H.d.J=7.2Hz).2.53-2.69 
(2H,m).3.20-3.3 1 (1 H.m),3.62(3H. 
s).3.82(2H.s).3.90(3H,s),4.22(2H,s 
).6.73-6.77(2H,m).7.32-7.35 
M H m) 7 74-7 82(4H m) 


5" 
1 1-51 


5-11 




CH=NOMe 


s 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


115.5 
-117 


1 .1 9(3H,d. J=6.9Hz).3.1 0-3.20(1 H. 
m),3.88(3H,s).4.38(2H.s).7.07- 
7.46(3H.m),7.56(2H.d,J=8.1Hz).7. 
94(2H.d. J=8.1 Hz)„8.27(1 H.s) 


5" 
11-52 


5-n 




CH=NOEt 


s 


H,H 


F 


H 


H 


H 


H 


H 


Me 


H 


114- 
115 


1 .1 9(3HxJ=6.9Hz).1 .26(3H.t J=6. 
9Hz).3.10-3.20(1 H.m).4.1 4(2H.q. 
J=7.2Hz),4.38(2H.s) 1 7.06-7^0 
(2H,m).7.43(1 H,t, J=7.8Hz).7.56(2 
H.d.J=8.7Hz),7.94(2H.d.J=8.7Hz). 
8.28(1 H.s) 


5" 
M-53 


5-u 




CH=NOMe 


s 


H.H 


F 


H 


H 


H 


H 


H 


Me 


H 


148- 
149 


1 .1 9(3H,d.J=6.9Hz>.3.1 0-3.20 
(1 Hjn).3.90(3Ks).4.40(2H,8).7.08 
-7.20(2H.m>.7.44(1 H.t J=7.8Hz). 



[0306] [^151] 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


R10 


R15 


R16 


mp 


NMR(CDCI3 or DMSO-d6) 
































7.93(2H,d.J=8.4Hz)..8.02(2H,d,J= 
B.4Hz).8.31(1H,s) 


P- 
11-54 


£-11 




CH=NOMe 


s 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


119.5 


1.19(3H,d.J=6.9Hz).3.34-3.45 
(1 H.m).3.90(3H.s).4.50(2H.s).7.1 6 
-7.33(3Hm).7.93(2H.d.J=8.1 Hz). 
8.03(2H.<W=8.1 Hz).8.33(1 H.s) 


0- 
11-55 


£-11 




CH=NOEt 


s 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


80-81 


1 . 1 9(3H.t J=6.9Hz).1 .26(3H.t, J= 
6.9Hz).3.30-3.43(1 H.m).4.14(2H.q. 
J=7.2Hz),4.48(2H.s),7.1 5-7.27 
(3H,m),7.30(1 H.tJ=8-1 Hz),7.56(2 
H.d,J=8.1 Hz).7.95(2H,d, J=8.1 Hz). 
8.30(1 H.s) 


11-56 


£-11 




Me 


s 


H.H 


H 


CI 


H 


H 


H 


H 


Me 


H 






11-57 


£-11 




CH20Et 


s 


H.H 


H 


CI 


H 


H 


H 


H 


Me 


H 






£- 
11-58 


j3-n 




CH=NOEt 


s 


H.H 


H 


CI 


H 


H 


H 


H 


Me 


H 






$- 
11-59 


£-n 




Me 


s 


H.H 


OMe 


H 


H 


F 


H 


H 


Me 


H 






B- 
11-60 


J3H 




CH20Et 


s 


H.H 


OMe 


H 


H 


F 


H 


H 


Me 


H 






j8- 
11-61 


£-11 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


F 


H 


H 


Me 


H 






P- 
11-62 


£-11 




Me 


s 


H.H 


OMe 


H 


H 


CI 


H 


H 


Me 


H 






£- 
11-63 


£-11 




CH20Et 


s 


H.H 


OMe 


H 


H 


CI 


H 


H 


Me 


H 






11-64 


£-11 




CH=NOEt 


s 


H.H 


OMe 


H 


H 


CI 


H 


H 


Me 


H 






£- 
11-65 


£-11 




CH=NOMe 


s 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


73.5- 
74 


1 .1 9(3H.d.J=6.9Hz),3.89(3H,s), 
4.48(2H.s).7.16~7.34(3H,m),7.56(2 
H.d.J=8.4Hz).7.95(2H.d.J=9Hz). 
8.30(1 H,s) 


£- 
11-66 


£-11 




CH=NOMe 


s 


H.H 


H 


F 


H 


H 


H 


H 


Me 


H 


119- 
120 


1 . 1 9(3H.<U=6.9Hz),3.33-3.43 
(1 H,m).3.89(3H,s),4.47(2H.s),7.1 5 
-7.33(3H,m),7.64(2H.<J.J=9Hz). 
7.82(2H.d.J=8.7Hz).8.28(1 H.s) 


$- 
11-67 


£-11 




CH=NOMe 


s 


H.H 

1 


F 

1 


K 


H 

1 


H 

t 


H 


H 


Me 


H 


152- 
153 


1 .1 9(3H,d,J=6.9Hz),3.05-3.20(1 K 
m).3.89(3H.s).4.38(2H.s).7.10(1 H. 
d. J=8.1 Hz)7.1 8(1 H.d.J=1 1 Hz)7.44 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R9 


R10 


R15 


R16 


mp 


NMRCCDCI3 or DMSO~d6) 
































(lH.tJ=8.1H2).7.64(2H,d.J=8.7Hz 
),7.82(2H,d.J=8.7Hz),8.26<1 H.s) 


B~ 

11-68 


0-11 




CH-NOMe 


s 


H,H 


OMe 


H 


H 


H 


H 


H 


Me 


H 




1 .28(3H.d.J=6.9Hz), 2.48-2.65 
(2H.m). 3.19-3.31(1 H.m). 3.87(3H, 
s). 3.96(3H.s>, 4.29(2H,s).6.72 
(2H.m), 7.34(1 H,d.J=7.8Hz).7.47 
(2H,d.J=8.7Hz),7-63(2H.d,J=8.7Hz 
). 8.1 2(1 Hs) 


$- 
11-69 


0-11 




CH2CN 


s 


H.H 


OMe 


H 


H 


H 


H 


H 


Me 


H 


107- 
110 


1.31(3H.d,J=7.2Hz).2.53-2.69(2H, 
m).3.20-3.31 (1 H.m).3.62(3H.s). 
3.82(2H.s).3.90(3H.s).4.22(2H.s). 

6.73- 6.77(2Km).7.32-7.35(1 Km). 

7.74- 7.82(4H,m) 


B~ 
11-70 


0-11 




Me 


s 


H.H 


H 


H 


H 


H 


H 


H 


Et 


H 
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No 




Rl 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R23 


R20 


R17 




NMRCCDC13 or OMSO-d6) 


a -20-1 


a -20 




CH20nPr 


S 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 




0.95(3H.t J=7.2Hz).1 64(2H).3.48( 
2H.tJ=6.6Hz).3.67(3H.s),3.71(3H. 
sX3.73(2H.sX4.23(2H.sX4.50C2H,s 

1 7 fX'ifi u.n 1 of 1 U AA 1— ft 41 >; 

H2),7.42(1K<*d,J=1.5,0.6Hz).7.50( 
1 H.dd. J=8A0.6Hz).7.74(2H.d. 
J=9.0Hz).7.89(2H.d.J=9.0Hz) 


a -20-2 


a -20 




CH20nPr 


S 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 






a-19-1 


a-19 




Me 


O 


H.H 


H 


H 


H 


H 


H 


H 


H 


Me 




2.38(3H.s).3.70(3H. s ).3J5(2H,5).5. 
24(2H.s).6.89(l H.dd, J=8.7Z4HzX 
7.03(1H.s).7.09(1H.s).7.51<1Kd.J 
=8.7Hz),7.73-7.84(4H t m). 
8.00(1 H.s) 


a-19-2 


a-19 




Me 


O 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 




2.32(3H.sX3.59(2H.s).3.71(3H.s).5. 
29(2H,s).6.80(1 H.dd,J=8. 7.2.1 Hz). 
7.1 U1H.s).7.16(1H.d.J=2.1Hz).7.4 
1<1H.dJ=8.7HzX7.93(2H.d.J=8.7H 
z).8.00(2H.d,J=8.7Hz). 
12.1 4(1 H.br) 


a -19-3 


a-19 




Me 


0 


H,H 


H 


H 


H 


H 


H 


nPr 


H 


Me 




0.93(3H.q.J=7.2HzX1.80-1.87C2H. 
m).2.34(3H.s).3.69(3H,s),3.73(2H, 
sX3.99(2H.t.J=7.2HzX5.26(2H.sX6 
.87( 1 H,dd,J=8.7.2.4Hz).6.94Cl H.d. 
J=2.1 HzX6.99<1 H.sX7.49(1 H.d. J= 
8.7Hz).7.75(2H.d.J=8.7Hz).7.83(2 
H.d.J=8.7Hz) 


a -20-3 


a -20 




CH20nPr 


S 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 




0.94(3H,t,J=7.5HzXl.59-1.70(2H. 
mX3.46(3H,t.J=6.6Hz),3.89C3H.sX 
3.71 (3H5X3.73(2H.sX4.22C2H,sX 
4.48(2H.s).7.03(1Km), 7.19 OH. 
dd. J=8.1.1.5HzX7.42(1H.mX7.46 
(2H,dXJ=8.4Hz)J.50(1H,d.J=8.1H 
zX7.70(2H.d.J=8.4Hz> 


a-19-4 


a-19 




Me 


o 


H.H 


H 


H 


H 


Me 


H 


Me 


H 


Me 




1 .57(3H t d,J=6.9HzX2.34(3H,sX3.6 
e(3H.sX3.71(3Hs)^.96(1HX5.26(2 
H.s).6.85-6.92(3H.mX7.56(1 H.d. 
J=8.7HzX7.75(2Rd.J=8.7HzX7.84 
(2H.dJ=8.7Hz) 


or-19-5 


a-19 




CH20Et 


0 


HH 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .26(3H.t J=6.9HzX3.60(2HX3.69( 
3H,sX3.71(3H.s).3.73(2H.s)4.5B(2 
H.sX5.32(2H.sX8.85-6.95(3HjnX 
7.49(1 H.d, J=8.4Hz>.7.75(2H,d.J=8 
.4HzX7.95(2H.dJ=8.4Hz) 
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No 




R1 


R2 


XI 


R3.R4 


R5 


R7 


R8 


R9 


R10 


R23 


R20 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


or -19-6 


a -19 




CH20nPr 


0 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 




2Hz).1 .6lC2H),3.69(3H.s).3.71(3H, 
s^.3.73(2H.s).4.57(2H,sX5.52(2H i s 
X6.85-6.95(2H.mX7.49C1 H.d. 
J=8.4H2),7-75(2H,dJ=7.1 Hz).7.95( 

9kl rl 1=7 1 MtI 
fcrl.Q,*! - f. 1 nz; 


Of -19-7 


Gf-19 




CH20Et 


0 


H.H 


H 


H 


H 


Me 


H 


Me 


H 


Me 




1 .24(3H,t J=6.9Hz).1 .58(3H,d, J=8. 
4Hz) > 3.60(2H),3.66(3H.s) l 3.71(2H. 
5 ).4.58(2H,sX5.32(2H.s).6.84-6.92 
(3H,m).7.56(1 H.d, J=8.4Hz),7.75(2 


Of -20-4 


a -20 




Me 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


Me 




2.240H,5X3.69(3H,s),3.71(3H f s),3. 
73(3H.sX4.1 2(2H).4.1 4(2H.s).6.61 ( 
2H,d. J=9.0HzX7 03-7.52(4H,ma 
7.73(2H.dJ=8.1 H2),7.80(2H.d.J=8. 
1Hz) 


Of -19-8 


or-19 




Me 


0 


H.H 


H 


H 


H 


Me 


Me 


Me 


H 


Me 




1 .65C6H,s,X2.35(3H,sX3.60(2H).3. 
63(3KsX3.70(3risX5.26(2H,s).6.8 
2-6.92(3KmX7.53(1 H,d,J=8.4HzX 
7.64(2H.d.J=8.4HzX7.83C2H.dJ=8. 
4Hz) 


or -20-5 


a -20 




Me 


s 


H.H 


H 


H 


H 


Me 


H 


Me 


H 


Me 




1 58(3H,sX2.26(3H.sX3.65(3Ks).3. 
70C3H.sX3.98C1HX4.10C2H.sX6.99C 
1 H.sX7.1 7(1 H,dd.J=8.4.J=1 5Hz).7 
.38C1 H,d,J=1 .5Hz).7.57Cl H.dJ=8.7 
HzX7.73(2H.d.J=8.4Hz).7.8lC2H.d. 
J=8.4Hz) 


Of -20-6 


a -20 




CH20Et 


s 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .23C3H.t.J=6.9HzX3.58C2H.q.J=7. 
2HzX3.69C3asX3.71C3H.sX3.73C2 
H,sX4.23C2H.sX4.51 4C2H.sX7.03Cl 
H.sX7.1 9(1 4H.dd. J=8.1 Hz.J=0.9H 
ZX7.43C1 H.mX7.50Cl H,d.J=B.1 HzX 
7.75(2H.d.J=8.4HzX7.88C2H.<U=8 
.4Hz) 


a -20-7 


Of -20 




CH20Et 


s 


HH 


H 


H 


H 


Me 


H 


Me 


H 


Me 






Of -20-8 


or -20 


F 3 ccr^^ 


CH20Et 


s 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .25C3H,t J=6.9Hz).3.57C2H.q.J=6. 
9HzX3.69C3H.sX3.7 1 C3H.s),3.73(3 
H.s).4.22C2H,sX4.49C2H.sX7.1 8(1 H 
,dd.J=8.4.J=1 .2Hz).7.32(2H,d,J=8. 
4HzX7.42Cl KsX7.50Cl H.d.J=8.4H 
z).7.B0(2H.d f J=8.4Hz) 


Of -20-9 


Of -20 




CH20Et 


s 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 






a -20- 

10 


a -20 


,jy 


CH=N0Et 


s 


H.H 


H 


H 


H 


H 


H 


Me 


H 


Me 




1 .35C3H.d.J=7.21 HzX3.69C2H.sa3. 
72C3H,s).3.73C2H.sX4.24C2H.q.J=6 
.9HzX4.36C2H,s.X7.02Cl Ks.X7.19C 
1 H,dd.J=8.4.J=1 .5Hz).7.43Cl H.d.J 
=0.9Hz).7.5 1 C 1 H.d.J=8. 1 Hz).7.75C 
2H,d,J=8.4HzX7.83C2H.d.J=8.4Hz) 



[0310] [^155] 



WO 2005/054213 



253 



PCT/JP2004/017706 




No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


RIO 


R23 


R20 


mp 


NMWvUL»i«J or uivioi-^aoj 


3-13-1 


3-13 




CH20nPr 


s 


H.H 


H 


H 


H 


H 


H 


Me 


H 


108- 
110 


0.85(3H.tJ=7.2Hz>.1.53(2HX3.42(2H < t,J= 
6.6Hz),3.60(2KsX3.70(3H.s).4.31(2H.s).4. 
53(2H.sX7.09(1 H.ddLJ=8.1 .1 .5Hz).7.23(l H 
,s).7.46(1H.d.J=8.1 Hz).7.51 C1H.d,J=1 .5Hz 
).7.93C2H,d.J=8.7Hz),7.99(2H.d,J=8.7Hz) 


3-13-2 


3-13 




CH20nPr 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


96-98 


0.94(3H.t J=7.2Hz).1 .58-1 .70(2H.m).3.47 
(2H.tJ=6.6HzX3/71(3H.sX3.75(2H,sX4.22 
(2H.sX4.48(2H.sX7.03(1H,s).7.17-7.51 
(5H.m).7.80(2H.d.J=9.0Hz) 


3-12-1 


3-12 




Me 


o 


H.H 


H 


H 


H 


H 


H 


H 


H 


213 


2.31 (3H.s),3.59(2H.s),5.23(2H.s).6.75C1 H, 
dd.J=8.7.1 .5Hz)7.04(1H.s).7.1 1(1 H,s).7.0 
9(1 H.d.J=8.7Hz)7.91-8.00(4Hjn).10.8 
(1H.s>.1 2.1 (1H.br) 


3-12-2 


3-12 




Me 


o 


H.H 


H 


H 


H 


H 


H 


Me 


H 


166- 
167 


2.32(3H.sX3.57(2H.sX3.71(3H.sX5.29C2H. 
s).6.78(1 H.dd. J=8.7.2.1 Hz).7 .1 0(1 H.s).7.1 
5(1 H.d. J=2.4Hz).7.40(1 H,d, J=8.7Hz).7.93 
(2H.d.J=8.4HzX7.99(2H.d.J=8.4Hz) 


3-12-3 


3-12 




Me 


0 


H.H 


H 


H 


H 


H 


H 


nPr 


H 


155- 
157 


0.93(3H.t J=7.2Hz).1 .80- 1 .87(2H.m).2.34 
(3H.sX3.76(2H.sX3.99(2H.tJ=7.2HzX5.26 
(2H.s).6.87(1 H.dd.J=8.7,2.4Hz).6.95(1 H.d. 
J=2.1 Hz).7.00(1 H,s),7.48(1 Kd.J=8.4Hz),7 
.74(2Rd.J=8.4HzX7.83(2H.d,J=8.4Hz) 


3-13-3 


3-13 




CH20nPr 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


132.0 
133.5 


0.94(3H.t J=7.5Hz).1 .57-1 .69(2H.m).3.46 
(2H.t,J=6.6Hz).3.71(3H.s).3.76(2H.s).4.22 
C2H,sX4.47t2n t S),7 .03(1 n,s},7. 1 9U n,aa. J 
=8.4.1 ,5HzX7.42(1 Hjn).7.45(2H.dJ=8.4H 
z).7.50(1H.d.J=8.4Hz),7.69(2H.d.J=8.4Hz> 


3-12-4 


3-12 




Me 


o 


H.H 


H 


H 


H 


Me 


H 


Me 


H 


156- 
157 


1.59(3H,d,J=9.0HzX2.34(3H.sX3.70(3H.sX 
3.97(1H) r 5^6(2H.s).6.86(1H.dd.J=8.7Hz. 
J=2.1 HzX6.92(1 H.sX7.56(1 H.dJ=8.7Hz),7 
.74(2H.d.J=8.4Hz).783(2H.dJ=8JHz) 


3-12-5 


3-12 




CH20Et 


o 


H.H 


H 


H 


H 


H 


H 


Me 


H 


126- 
140 


1.23(3H.tJ=7.2Hz).3.60(2H).3.71(3H.8X3. 
75<2H.s)4.57(2H,sX5.32(2H.6X6.87(1Rdd 
.J=8.4Hz 1 J=2.1Hz),6.93(1HdJ=1.8HzX6. 
95(1 Hs)7.48(1 H.d, J=8.4HzX7.75(2H,d.J= 
8.4Hz).7.95(2H.dJ=8.4Hz) 


3-12-6 


3-12 




CH20nPr 


o 


H.H 


H 


H 


H 


H 


H 


Me 


H 


122- 
123 


0.92(3H.t.J=7.2Hz).1.63(2H).3.49(3H,t,J= 
6.6Hz),3.71(3H.s.X3.75(2H.sX4.57(2H.sX5 
.3 1 (2H,sX6.87(2H,dd.J=8.7Hz,J=2.1 Hz).6. 
93(1 H.d,J=1 .8HzX6.95(1 H.s),7.49(1 H.d.J 
=8.7HzX7.76(2H.dJ=7.1Hz).7.96(2H 1 d.J= 
7.1Hz) 



[0311] [^156] 



WO 2005/054213 



254 



PCT/JP2004/017706 



No 




R1 


R2 


X1 


R3.R4 


R5 


R7 


R8 


R9 


RIO 


R23 


R20 


mp 


NMRCCDCI3 or DMSO-d6) 


£-12-7 


£-12 




CH20Et 


O 


H.H 


H 


H 


H 


Me 


H 


Me 


H 


129- 
130 


1.23(3H.U=6.9Hz).1.59(3H,d.J=7.2HzX3. 
60(2H).3.71(3H.s),3.97{lH).4.57(2H.s).5.3 
1 (2H,s),6.86(1 H.dd,J=B.7Hz. J=2.1 Hz).6.9 
1 (1H.d,J=1 .8Hz).6.92(1 H,s).7.56(1 H.d.J= 
B.7Hz),7.75(2H.d.J=8.4Hz).7.96(2H.dJ=8. 
4Hz) 


£-13-4 


£-13 




Me 


S 


H.H 


H 


H 


H 


H 


H 


Me 


H 


124- 
125 


2.24(3Hs).3.71(3H.sX3.75(2H.sX4.14(2H. 
s),7. 1 8(1 H.dd, J=8.4Hz, J=2.1 Hz).7.40(1 H, 
d. J=1 .5HzX7.49(1 H.dd. J=8.4Hz.J=2.1 Hz), 
7.72(2HdJ=8.4HzX7.79(2H.d.J=8.4Hz) 


£-12-8 


£-12 




Me 


O 


H.H 


H 


H 


H 


Me 


Me 


Me 


H 


198- 
199 


1 .67(6H.s J.2.33(3H^X3.71 (3H.s).5.25(2H l 
s).6.83(1 H,dd.J=8.4Hz,J=2.1 Hz).6.87(1H. 
sX6.91(lH,d.J=2.4HzX7.57(1H.d.J=6.0Hz) 
,7.74(2H.d,J=8.4Hz).7.83(2H.dJ=8.4Hz) 


£-13-5 


£-13 




Me 


S 


H.H 


H 


H 


H 


Me 


H 


Me 


H 


iss- 
ue 


1.58(3H.d.J=7.2Hz).2.24(3H.sX3.69(3H.s). 
3.95(2H.s).4.1 3(2H,s).7.00(1 H.s).7.1 6(1 H, 
dd.J=8. 1 Hz,J=1 .51 Hz).7.3B(1 H.d.J=0.9).7 
.57(1 H.d, J=8.4HzX7.73(2H.d.J=8.4Hz).7.8 
0(2H,d,J=8.4Hz) 


£-13-6 


£-13 




CH20Et 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


101- 
102 


1.25(3H.t,J=6.9Hz).3.57(2H.q,J=7.2Hz),3. 
71 (3H.s).3.7(2H.s).4.23(2H.s).7.03(1 Ks).7 
.1 8(1 4H.dd, J=8.1 Hz,J=0.9Hz),7.42(1 H.s). 
7.49(1 H.d.J=8.1 HzX7.73(2H,d.J=8.4Hz).7. 
87(2H,d,J=8.4Hz) 


£-13-7 


£-13 




CH20Et 


s 


H.H 


H 


H 


H 


Me 


H 


Me 


H 


69-70 


1 .25(3H.tJ=6.9Hz).1 .57(3H.d,J=7.2Hz),3. 
59(2H).3.70(3H.sX3.97(1HX4.23(2H^X4.5 
0(2H.sX7.00(1 H,s).7.1 7(1 H.dd, J=8.7Hz.J= 
2.1 Hz).7.40(1 H,d.J=1 .8Hz).7.57(1 H.d.J=8. 
7HzX7.75(2H.d.J=8.4Hz).7.96(2H.dJ=8.4 
Hz) 


£-13-8 


£-13 




CH20Et 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


B5-B6 


1 .250H,t,J=6.9Hz).3.57(2HX3.71 (3H.sX3. 
57(2H.sX4.22(2H.sX4.48(2H.s).7.03(1H^X 
7. 1 8(1 4H.dd, J=8. 1 Hz. J=0.9Hz).7.32( 1 H.d, 
7.6Hz).7.42(1 H.d.J=1 ,2HzX7.49(1 H,d,J=7. 
2Hz).7.79(4H,d.J=8.4Hz) 


£-13-9 


£-13 




CH20Et 


s 


H,H 


H 


H 


H 


H 


H 


Me 


H 


119- 
120 


1.24(3H.tJ=6.9HzX3.55(2H).3.70(3H.sX3. 
74(2H.sX4.22(2H.s),4.43(2H.sX7.03(1H^) 1 
7.1 8(1 H.dd.J=8.1 Hz.J=0.9HzX7.41 -7.51 
(4H,m).7.68(2H.d.J=8.4Hz) 


£-13- 

! 10 


£-13 




CH=NOEt 


s 


H.H 


H 


H 


H 


H 


H 


Me 


H 


72-73 


1.35(3H.tJ=6.9Hz).3.72(3H.sX3.76(2H,sX 
4.24(2H),4.36(2H,sX7.03(1 H.sX7.20(1 H.d, 
J=8.4Hz),7.44(1 H,s.X7.50(1 H.d. J=8.4Hz). 
7.74(1H.d.J=8.4Hz).7.83(4H.d.J=8.4Hz) 



[0312] [^157] 



WO 2005/054213 



255 



PCT/JP2004/017706 




COzR 1 



No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


rnp 


NMRCCDCI3 or OMSO-d6) 


a- 
21-1 


Qf-21 




CH20Et 


S 


H.H 


H 


H 


H 


H 


Me 




1.1 4-1.1 7(2H.m). 1.25(3H.t J=6.9Hz), 
1 .9 f 1 .DU^n.mA o«OTwn,(i,j-o.anz;, 
3.61(3H.s). 4.23(2H.s). 4.49<2H.s). 
7.26(2H,d.J=8.4Hz),7.36(2H.d.J=8.4HzX 
7.46(2H,d,J=8.4HzX 7.68(2H.d.J=8.4Hz) 


at- 
21-2 


a -21 




CH20Et 


S 


H.H 


H 


H 


H 


H 


Me 




1 .1 4-1 .1 7(2H,m). 1 .26(3H,tJ=7.2HzX 
1 .0 7-1 .0 1 vZnjnj. j.&ck dn.q,J— t^rvz). 
3.61 (3H,sX 4.23(2Ks). 4.50(2H,s), 
7.25-7.37(6Hjn). 7.79(2H.d.J=8.7Hz) 


ar- 
21-3 


ff-21 




Me 


s 


H.H 


H 


H 


H 


H 


Me 




1.14-1.1 8(2H/n),1 .58- 1 .62(2H/n).2.26 
(3H.s),3.6K3H,s;.4.15C2H,sJ,7.27Un,d f J 
=8.7Hz), 7.36 C2Rd.J=8.7Hz); 7.73 (2H. 
d, J=8.1 Hz). 7.81 (2H, d.J=8.1Hz) 


Qf- 
21-4 


Of-21 






Q 


u u 
n,n 


n 


l_l 


l_l 


j_j 


Me 




0.96(3HXJ=7.5Hz),1.14-1.l7(2H,m). 
1 .58-1 .69(4Hjn).3.49(2H.t,J=6.6Hz). 
3 82(3H s) 4.24C2H s) 4 51 (2 H s) 7 27(2 
H. d.J=8.4Hz).7.36(2H.d T J=8.4 Hz). 7.75 
(2H f d. J=8.7 Hz), 7.88 (2H. d, J=8.7 Hz) 


a- 
21-5 


a -21 




CH=NOEt 


s 


H.H 


H 


H 


H 


H 


Me 




1 .1 5-1 .1 8(2H.m).1 .35(3H.t J=7.2Hz). 
1.57-1.61(2H.m), 3.62 (3H. s). 4.34 (2H. 
q.J=7.2Hz).4.38(2H.s).7^7(2H.d,J=8.4H 
z).7.38(2H.d.J=8.4Hz) r 7.76(2H,d.J=8.4H 
z).7.82(2H.d.J=8.4HzX 8.18 (1H. s) 


a- 

21-6 


a -21 




CH=NOMc 


s 


H,H 


H 


H 


H 


H 


Me 




1.14-1 .2<X2H.m).1 .5 8-1 .6 1 (2Rm).3.62 
(3H.s).3.98(3H.s).4.38(2H r s).7.27(2H.d.J 
=8.1 Hz)/7.38(2H.d,J=8.1 Hz).7.76(2H,d.J 
=8.4Hz)J.82C2H.d.J=8.4Hz).8.15 (1H. s) 


a- 

21-7 


a-21 




CH20Et 


s 


KH 


H 


H 


H 


H 


Me 


oil 


1.1 6(2H/n).1 .26(3H,t J=7.2Hz).1 60C2H. 
m).3.59(2H.q.J=7iHz).3.62(3H.s).4.25C2 
H f s).4.52(2H,sX7.27C2H,d.J=8.4Hz),7.36 
(2H.d.J=8.4HzX7.76(2Kd.J=8.4HzX7.88 
(2H,d,J=8.4Hz) 



[0313] [^158] 



WO 2005/054213 



256 



PCT/JP2004/017706 




No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


Mp 


NMR(CDCI3 or DMSO-d6) 


8- 
14-1 


£-14 




CH20Et 


S 


H,H 


H 


H 


H 


H 


86-88 


1.21-1.26(5H.m). 1.64-1.67(2H,m), 3.55 
(2H.q.J=6.9Hz). 4.22(2H,s). 4.46(2H,s). 
7.27(2H,d,J=8.4Hz).7.36(2H.d,J=8.4Hz), 
7.45(2H.d.J=8.7Hz).7.67(2H.d.J=8.7Hz) 


B~ 

14-2 


£-14 


P.co'Or 




S 


H.H 


H 


H 


H 


H 


83-84 


1.22-1.27(2H.m). 1.64-1.66(2H.m). 3.56 
(2H.q.J=7.2Hz). 4.22(2H.s). 4.47(2H.s). 
7.24-7.37(6H.m). 7.77(2H.d.J=9.0Hz) 


$- 
14-3 


jS-14 


XT 


Me 


S 


H,H 


H 


H 


H 


H 


136.0- 
137.0 


1 .22-1 .26(2H.m).1 .65-1 .68(2H.m).2.24 
(3H.s).4.14(2H.s).7.29(2H,d,J=8.1Hz), 
7 36C2H d J=8 1 Hz) 7 73C2H d J=8 7Hz) 
7.81(2H.d.J=8.7Hz) 


£- 
14-4 


£-14 




CH20nPr 


S 


H.H 


H 


H 


H 


H 


76-77 


0.85C3HX J=7.5Hz). 1 .09- 1 . 1 3(2H.m). 
1 .41 -1 .45(2H.m). 1 .47-1 .59(2H.m),3.43 
(2H.tJ=6.6Hz).4.36(2H.s).4.52(2H,s), 
7.28(2H,d.J=8.4Hz),7.35(2H,d,J=8.4Hz>, 
7.94(2H.d.J=8.7Hz).8.00(2H.d.J=8.7Hz). 
12.34(1H.br s) 


B- 

14-5 


£-14 




CH=NOEt 


s 


H.H 


H 


H 


H 


H 


144.5- 
146.0 


1 .22-1 .25(2H.m).1 .34(3H.t,J=7.2Hz). 
1 .64-1 .67(2H.m).4.23(2H.q. J=7.2Hz). 
7.27(2H.d.J=8.4Hz),7.38(2H.d.J=8.4Hz), 
7.75(2H.d.J=8.4Hz).7.81(2H.d,J=6.4Hz). 
8.17 (1H. s) 


B- 

14-6 


£-14 




CH=NOMe 


s 


H.H 


H 


H. 


H 


H 


142.5- 
144.5 


1 .22-1 .26(2H.m).1 .64-1 .67(2H.m).3.97 
<3H.s).4.38(2H.s).7.28(2H.d.J=8.4Hz). 
7.38(2H.d.J=8.4Hz).7.76(2H.d.J=8.4Hz). 
7.81(2H,d.J=8.4Hz).8.14(1H.s) 


B- 
14-7 


£-14 




CH20Et 


s 


H,H 


H 


H 


H 


H 




1 .24(5H.m),1 .66(2H.m).3.56(2H,m).4.22( 
2H,s).4.28(2H.s).7.27(2H,d.J=8.4Hz).7.3 
6(2H.d.J=8.4Hz).7.73(2H.d.J=8.4Hz).7.8 
6(2H.d.J=8.4Hz) 



[0314] [^159] 




No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


Mp 


NMRCCDC13 or DMSO~d6) 


FF-1 






Me 


S 


H.H 


H 


H 


H 


H 


Me 




1.95(2H.mJ.2.26<3H.s),2.49(2H.dd.J=1 
3.2Hz.J=2.1Hz),3.54(2H,td.J=10.5Hz.J 
=2.1Hz).3.66(3H,s).3.92(2H.td.J=12.0 
Hz.J=3.6Hz).4.1 5(2H.s).7.30<2H.o\J=8. 
7Hz).7.39(2H.d.J=9.0Hz).774(2H.d.J= 
8.1 Hz) r 781 (2H.d, J=8.1 Hz) 


FF-2 






Me 


s 


H,H 


H 


H 


H 


H 


H 




1 .96(2H,td.J=1 1.6Hz).2.26(3H.s).2.48( 
2H.d. J=1 2.0Hz).3.60(2Ht.J=1 1 .6Hz).3. 
92(2H.dt J=1 2.0Hz.3.6Hz).4.14(2H.s)/7 
.23-7.41 (4H.m).7.71 ~7.62(4H.m) 



[0315] [^160] 



WO 2005/054213 



257 



PCT/JP2004/017706 




No 




R1 


R2 


X1 


R3.R4 


R5 


X2 


R9 


R10 


R17 


mp 


NMR(CDCI3 or DMSO-d6) 


DD-1 






Me 


s 


H.H 


H 


CH2 


H 


H . 


Me 




Rf=0.5(n-hexane/AcOEt=2/D - 


DD-2 






Me 


s 


H.H 


CI 




H 


H 


Me 




2.30C3H.S). 3.7CK3H.S). 3.7<X2H.s). 4.18 

( OVA e*\ 7 1 V1M AA 1-1 ft 1 HtI 7 

(1H.d.J=1.8Hz). 7.47(1 H.dJ=8.1Hz). 
7.74(2H,d, J=8.4Hz). 7.81 (2H.d.J=8.4Hz) 


DD-3 






Me 


s 


H.H 


H 




H 


H 


Me 




2.26(3H,s). 3.59(2H.s). 3.68(3H.s).4.1 3 
(2H.s). 7.21 (2H,d,J=8.4Hz).7.34(2H,d. 
J=8.4Hz), 7.74(2H.d,J=8.1Hz), 
7.81(2H.d.J=8.1Hz) 


DD-4 






Me 


s 


H.H 


H 


CH=CH 


H 


H 


Me 




2.27(3H.s),3.24(2H,d, J=6.9Hz),3.7 1 (3H, 
s)A13(2H,s).6.28(1 H.dt J=1 5.9Hz,J=6.9 
Hz),6.44(1 H.d, J=1 5.9Hz).7.29(2H,d.J=8. 
7Hz).7.35(2H.d,J=8.4Hz).7.81(2H.d,J=8. 
1Hz) 


DD-5 




JO- 


Me 


s 


H.H 


H 




Me 


H 


Me 




1.27(3H.d,J=7.2Hz).2.24(3H.s)Z56(2H, 
m),3.25(1H.mX3.61(3H,s).4.11(2Hs>.7.1 
5(2H.d.J=8.1Hz).7.34(2H.d.J=8.4Hz).7.7 
3(2H.d. J=8.4Hz).7.81 (2H,d. J=8.4Hz) 



[0316] [^161] 



WO 2005/054213 



258 



PCT/JP2004/017706 



No 




R1 


R2 


XI 


R3.R4 


R5 


X2 


R9 


R10 


R17 


mp 


NMK^OUUtO Or UM&Lr QOJ 


DD-6 






CH20Et 


s 


H.H 


H 




Me 


H 


Me 




1.26(3H.tJ=7iHz),1.48(3H.d.J=7.5Hz), 

3.58(2H 1 q,J=7^Hz).3.65(3H.s).4.23(2H. 

s).4.52(2H/n).7.24(2H.d,J=8.4H2X7.3B(2 

H.d.J=8.4HzX7.75(2H.d,J=&4HzX7.88(2 

H,d,J=7.8Hz) 


DD-7 






CH20Et 


s 


H.H 


H 




H 


H 


Me 




1.26(3H.d.J=7.2Hz).3.59(2H.q.J=7.2Hz) t 
3.59(2H. s ).3.68C3H.s).4.23(2H ( s).4.52C2 
H.s).7.21(2H.d.J=8.4Hz).7.38(2H.d,J=8. 
4Hz).7.75(2H.d.J=8.1Hz).7.87(2H.dJ=8. 
4Hz) 


DD-8 






Me 


s 


H.H 


H 




H 


H 


Me 




1 .9 1 (3H.s).2.3 1 (3H.s)3.73(3H.s),4.1 7(2H 
.s).4.34(2H.s).7.28C2H,d.wl=8.4Hz),7.42(2 
H.dJ=8.4Hz).7.47(2H.d,J=8.4Hz) ( 7.89(2 
H.d.J=8.4Hz) 


DO-9 






Me 


s 


H.H 


H 




H 


H 


Me 




2.28(3H.s).3.1 0(3H.s).3.77(3H.s),4.1 5(2 

H,s).4.43(2H^).7.39-7.42(4H,m). 

7.74(2H.dJ=8.4Hz).7.82(2H.d.J=8.4Hz) 


DD-10 






Me 


s 


H.H 


H 


NH 


H 


H 


Me 




1 2.29(3H.s),3.61 (3H.s).3.89(1 H,s).3.91 (1 
ris)4.03(2H,s).6.49(2H,d.J=«.4HzX7.13( 
2H,d.J=8.4HzX7.89-7.9e(4H.m) 


DD-11 






Me 


s 


H,H 


H 


Me 

i 

V H v 


H 


H 


Me 




2.20(3H.sX3.06(3H,sX3.7l(3H,sX3,98(2 
H.s).4.06(2H.sX6.61<2H.d.J=:9.0HzX7.29 
<2H.d. J=9.0Hz).7.74(2H.d J=8. f Hz).783( 
2H.d.J=8.1Hz) 


DD-12 






Me 


o 


H.H 


H 


Me 


H 


H 


Me 






DD-13 






Me 


o 


HJH 


H 


O 

II 


H 


H 


Me 






DD-14 






" Me 


o 


H.H 


H 




H 


H 


Me 







[0317] [^162] 



WO 2005/054213 



259 



PCT/JP2004/017706 




No 




R1 


R2 


X1 


R3.R4 


R5 


X2 


R9 


RIO 


Mp 


NMR(CDC13 or DMSO-d6) 


DDD-1 






Me 


S 


H.H 


H 


CH2 


H 


H 


157- 
158.5 


o oofnu _ \ n cefnj a. i — ~j qli_\ o QO/QLI 

t,J=7.8Hz). 5.1 7<2H,s),6.96(2H.d,d=8.7 
Hz). 7.15(2H.d.J=8.7Hz).7.74(2H,d, 
J=8.7Hz), 7.84(2RdJ=8.7Hz) 


DDD-2 






Me 


s 


H.H 


CI 




H 


H 


163- 
164 


2.29C3H,s), 3.6usH,s), 4.17(2H,s),7.lS 
(1 H.d<i.J=1 .8Hz.8.1 Hz).7.34(1 Kd.J=1 .8 
Hz), 7.48(1 H,d,J=8.1 Hz),7.73C2H.d, 
J=8.4Hz), 7.80(2H,<J,J=8.4Hz) 


ODD-3 






Me 


s 


H.H 


H 




H 


H 


141- 
143 


2.25(3H,s). 3.62(2H.s), 4.13(ZH,s). 7.21 
(2H.d.J=8.4Hz). 7.37(2H.d.J=8.4Hz). 
7.73(2H,d.J=8.4Hz). 7.80(2H.d.J=8.4Hz) 


DDD-4 






Me 


s 


H.H 


H 


CH=CH 


H 


H 


148 


2.27(3H.s).3.29(2H.d.J=6.9Hz).4.14(2H. 
s).6.27(1Kdt.J=16.2Hz.J=6.6Hz).6.46(1 
H,d,J=16.2Hz).7.30(2H.d.J=8.4Hz) > 7.35( 
2H,d,J=8.1Hz),7.73(2H,d.J=8.4Hz),7.81( 
2H,d,J=8.1Hz) 


DDD-5 






Me 


s 


H.H 


H 




Me 


H 


105- 
109 


1 48(3H.d. J=7.2Hz),2.24(3H.s),3.70(1 H. 
q.J=7.2Hz).4.13(2H,s),7.25(2H,d.J=8.4H 
z).7.37(2H.d.J=8.4Hz).7.73(2H.d.J=8.4H 
z),7.80<2H 1 d,J=8.4Hz) 


DDD-6 






CH20Et 


s 


H.H 


H 




Me 


H 


98-100 


1 .26(3H.t,J=6.9Hz).1 .50(2H > d,J=7.2Hz). 
3.58(2H.q.J=6.9Hz.),3.73(1H.q.J=7.2Hz) 
,4.23(2H.s).4.51(2H.s).7.26(2H.d.J=8.4H 
z).739(2H,d.J=8.4Hz),7.75(2H.d.J=8.4H 
z).7-87(2H,d,J=8.4Hz) 


DDD-7 






CH2QEt 


s 


H.H 


H 




H 


H 


118- 
119 


1.25(3H,t,J=7.2Hz),3.58(2H 1 q,J=7.2Hz). 
3.59(2H ( sJ.4.22(2H,s).4.51(2H,s).7.20(2 
H,d.J=8.1 Hz).7.37(2H,d,J=8.1 Hz).7.74(2 
H,d. J=8. 1 Hz).7.85(2H.d.J=8. 1 Hz) 


DDD-8 






Me 


s 


H,H 


H 


o^ Me 


H 


H 


171- 
172 


1 .80(3H,s),2.26(3H,s)A21 (2H.s),4.39(2 
H,s),7.33(2H,dJ=8.4Hz).7.48(2Kd.J=8.4 
Hz).7.91(2H,d.J=8.4Hz).7.93(2Hd,J=8.4 
Hz) 


DDD-9 






Me 


s 


H.H 


H 


o 


H 


H 


174- 
175 


2.25(3H,s),3.07(3H,s).3.35(2H,s).4.39(2 
H.s).7.40(2H.d.J=8.4Hz),7.46(2H.(W=8. 
4Hz,),7.91C2H,d,J=8.4Hz),7.95(2H.d.J=8 
.4Hz) 


DDD-10 






Me 


s 


H.H 


H 


NH 


H 


H 


158- 
159 


2. 1 9(3H.s),3.78(2H.s).4.03(2H,s).6.49(2 
H.d,J=8.7Hz).7.13(2H.dJ=87Hz).7.91(2 
H 1 d.J=8.4Hz).7.95(2H,d.J=8.4Hz) 


DDD-11 






Me 


s 


HH 


H 


Me 


H 


H 


106- 
107 


2.19(3H,s) 1 2.95C3H.s) M 4.07(2Ks),4.09C2 
H,s),659(2H,d,J=8.7Hz),7.21(2H.d.J=8.7 
Hz).7.9 1 (2H.dJ=8.7Hz),7.95(2H.d.J=8.1 
|Hz) 
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No 




R1 


DO 




D*> OA 


DC 


Ax 


DO 


Din 


Mp 


NIMRfCDCl3 or DMSO— d6) 


DDD-12 






Me 


o 


H.H 


H 


Me 
1 

\' N v 


H 


H 






DDD-13 






Me 


o 


H.H 


H 


O 

It 


H 


H 


165- 
167 




DDD-14 






Me 


o 


H.H 


H 




H 


H 


132- 
140 




DDD-15 






Me 


s 


H,H 


H 




Me 


Me 




1 .54(6H,s),2.25(3H,s) t 4.1 4(2H,s),7J27 
(2H,d. J=8.1 Hz).7.33(2H.d.J=8.1 Hz). 
7.73(2H.d.J=8.7Hz). 7.81 (2H.d.J=8.7Hz) 



[0319] [^164] 




No 




R1 


R2 


XI 


R3.R4 


R5 


R6 


R7 


R8 


R17 


mp 


NMRCCDCO or DMSO-d6) 


EE-1 






Me 


S 


H,H 


H 


H 


H 


H 


Me 






EE-2 






Me 


s 


H.H 


H 


H 


H 


H 


H 




MS /n/fe416(M+H)* 



[0320] [^165] 




No 




R1 


R2 


XI 


R3.R4 






NMR(CDC13 or DMSO-d6) 


EEE-1 






Me 


0 


H.H 






1.43(3H.tJ=7.2Hz)^.35(3H.s>.4.43(2H 
,q,J=7.2Hz).5.24(2H,s),7.1 6(1 H.dd,J=9. 
0,2.7Hz).7.27(1H.d.J=2.7Hz).7.48(lH.s 
).7.51 (1 H 1 d,J=9.0Hz).7.75(2H,d.J=8.1 H 
z).7.84(2H.d.J=8.1 Hz) 


EEE-2 






Me 


O 


H.H 




216- 
217 


2.35(3H.s).5.26(2H.s).7.1 9(1 H.dd.J=9. 
0.2.7Hz)7.30(1 H.s).7.54(1 H.d.J=9.0Hz) 
.7.62C1 H,s).7.75(2H,d. J=8.4Hz),7.85<2 
H.d.J=8.4Hz) 



[0321] Wmmi PPARd&£T$aKl^Zm^mmkt®$k 
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[0322] T^-^K : thPPAR 5 (hPPAR 5 ) 3o £X$ a (hPPAR a ) ^Htt^lfl* ( 6 : 
aa 139-~C^#S; a : aa 167— C^^) teHuman Universal Quick-Clone cDNA( 
CLONTECHtt) &m V ^TPCRit 4>g <fc<9#7t„ Jtfl&ft/fccDNAtt^Jh/eh, 
P CR2.1-TOPC"<^— (Invitrogen*±) K^/^n— —l^Ufctl, iS-fzS/X&fr 

(Promegath) Klf^n— ^^-rS^l-i:^ ^«^^H^GAL4(DDNA^^K 

uc<^^- (Promega^h) Lfc 0 
[0323] |0J§ai#^^J:^h^V^7^iy3^:CHOm^lO%FBS-aMEM'p-ei^*bfCo 9 
6^*/^U— KCostartt) SrfflV^r. hy^V'^MKTiWIKUfcCHOjlWiaSrl^* 
/l^fc»920000l@, ^J;tJ ? JilBC0^JlM^T#ib^c2o<D^^K?rl'>^/V^fc«9 
^tt j e*l/25ngSra45t#©^>'^h9^>3>'^^ V ^FuGene*$2SI (Rocheth) V vC 

[0324] (B^flHft-fblBOJBIfe : ±m^MfcXb7lsX7^?^a>V1tCHOMfa&VMSOK 

i^^-if Ifc^SJffcV^v?— >LT2. 0 C£#>f >^*fc) Srl^/W^fc*) 100 )u 1 
^^S^C^oTA^*?— ' &m&&fflfeVtlo giJ^^LUMINOUS CT-9 
000D (DIA-IATRON^t) SrffiV ^tc 0 
[0325] PPAR 6 (COV vCtt. #^*b7t^l3fe*5^?P^3fe*^ 1/2*^-^1*:^^ 

50 

[0326] PPARa fcoV^ttfttMfrfrtt^fcftl /z M*3j:ttt0 M(C*3V^T, DMSO^r 



WO 2005/054213 
[0327] [^166] 
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No. 




hPPARtf 


Jttt0Mt'&#l i 


37 


a -7-3-1 


9.5 


5-1-3 


9.9 


/8-1-15 


1.5 


5-1-8 


11 


5-4-1 


16 


5-5-1 


14 



[0328] [^167] 



No. 


hPPARa 


l^M 


lOj/M 


5 -1-32 


22.9 


44.5 


5-1-33 


18.4 


40.7 



[0329] f£^#l2 CYP2C9mm$BM1&%k 

CYP2C9g#3dPE*f*;®^ thfp^ny— A&fflV^. CYP2C9<£>ife§>#J#5£ 

OftiBOfcUm. 37X:;m&M&.0. 25mg/mL(thfp^Py— A, 15poU Lot. 
210296, ^@XenoTechf±) 0 
HEPES Buffer (pH7. 4) fp^SS (fcbffF^ny— A) ^ *SC£rlilB<D 

/^-e??^A?-r2)„ ^*V£TLC^tf^bT, ycm*/]^:^/— /V:^^=90:10 
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:1-CMWU 5^^- 20^K=»V^b$-fcfc^, BAS2000 

^UfcftB^^^^tfetobfetWSra^'ho— /K100%) fcU ^«**»SriP 

(%) &g wi-^o 

[0330] [^168] 



No. 


EC 50 (nM) 
HPPAR5 


» # JS ft 

(%) 

CYP2C9 


F 3 C '\ =:== / 


37 


28 


£ -2-38 


35 


47 



WO 2005/054213 



264 



PCT/JP2004/017706 



[1] 5£(D: 

Mbi] 



R 6 




(D 



R 2 te7k*, At>yy, tKo^i/, g^^b"CV>-Ct>J:v>'(S^T^/w> M&SS: 
LTV £V ^K^vV;*/ A-#~/K LTV ^Tt> «fcV MfiRTA^^ 
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v ^-ob<tv vr y — ;v^wt.n.mM^^x\ ^x-bx^ ^T^m^&xm , 

R\ r\ R 7 io£Xm 8 n&*3&±LL,X7km, ^o^V, HKp^^ gj&ssr^b-cv^ 

y— slstti/, m&&&GVX^X^£^TV—sl^*ttteW&&&^X^X*>& 

x'te-o-, -s- -nr'-C^-cr 11 }**^ e&S£#bTV^£vvtg&T/v3r 
^^/^*/ v c«g^S^bTv^T 1 bJ;v^Ty— /v^/v^^/v-efc^) % -cr 12 r 13 co- 

, -(CR 12 R 13 )mO-, -(CR 12 R 13 )mS-*fc^-0(CR 12 R 13 )m-(^r-eR 12 *5j:tm 
X 2 ^^, -O-, -S- -SO-. -SO z - -CR 26 = CR 27 -(^^T'R 26 *3J:tm 27 

m^vx^xhx\^m.T^/^ w&&*^x^xb^T^/v^ m&M*^ 
/^^-efcs) , -cr 1 ^-(z.z.xR^&xxm 16 ^* m^x^m^ttti&m 

T/v*jvx*1bZ>) *fc^-cocR 24 R 25 -(^^T*R 24 *5 J;rm 25 «^-^ M37:b-C7K** 
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X 3 {*COOR 17 , C( = NR 17 )NR 18 OR 19 , 




cl^-cr^-r 19 ^* mmsX7km$fcte&mT/v3c/]s-j?ibz>) xm , 

<au R 6 \tt 14 tmmmir%m*b~mK?j:<>xm&Km^xi>£<. r^sr 9 *^ 

xm l0 tmm&ir%mmm*k~mKft<>xm%fcf&^xh£<. r 6 ^ R 9 tmm 

mir^mm^t-m^<>xm^nmvxh£<,R 6 nR 15 ^xxm l6 tmmmir 

^mm^t-m^^xm^0.vx-hx<. r 6 « R^tmrnm-r^mmw^t 
— m^t£oxm^^x-hx<, R 9 aR 16 t-m^ox^^nm^xhx<. r 9 

J:<.R 9 ^iU^ 10 «R 15 ^*^P^«^^J^^^-^^^o-c^^^UTt>J;< 

. R 10 nR 15 t-m&j:<>xffi&&xmi,x-b£<. R 10 nR 15 tmz.mmir^mm^- 

b-m\z.t£oX^k* : foj&L>Xh£\ ^) 

[2] R'^/Nn^y, g&S£WLTV ^Tk <£V >fg$fcT/V3VK g^^LTV vCfc «fcl ^ 
[3] R 2 i>\ /M^^y, g&S^WUTV ^ £V ^i&T/l^/K m&S£#UTV >-Ob£ 
/W^^MVK m&m&^VX^Xh&^TV~^tcfem&mZilL,X^Xh£l<^TV 
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ffiU R 6 «R 14 ^*^il^-r6m^^-^^^oT#^^b-C i bJ;<, R 6 teR 9 :£J; 

tm 10 ^#^^-r^^^J^^^-^^^o-cs^^u-c^j;<, R 6 ^ K 9 tmm 
5fcmm*k-mtt<>xn&j&}£Lxb&<. r 6 « R 24 £*«^i-5^mj^£ 

R 9 te R 6 ^*^^-TS^^MT-i:-^^^o-cm^^LT^J;<, R 9 fSR 16 £-*£ 
^^o-C^Sr^UTW:-<, R 9 »R 10 >-^^7fcoT^?:?f^b-Ct>J;<, R 9 teR 25 
t-!^^oT^^^bTt>J;<,R 9 ^i:tm 10 ^R 15 ^*{-^«^^M J F-^ 

°f*R 15 ^*(c:p^-r§^^^^-^(^oTS^^u-ob«tv \ m^mmm.<D 
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2 

[9] x 3 ^coor 17 (^XR 17 \^m^tcit^mr^^x^) -efcs, ft3fc«liB*W> 
&S£;tLTl^-Ct>J;VM^A !&mr/V*c;V7./V*=-;V^ W&g&^x^xhX*^ 

r\ r\ R 7 ^j;tm 8 i*#^M57:b-c, mmm^vx^^xhx^^ 

*f (MISHIT W\ 

2 

X^iCOOR 17 . C(=NR 17 )NR 18 OR 1£ \ 

Wb3] 
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m.u R*i*R 14 tMmmirzmTk-mKte^xm&&m^~cb x<. r^r 9 *^ 
xm. 10 tmmm^-^mm^t-mK^oxm^M^xhx<, r 6 ^ R 9 kmm 

zfcmm*k-mtt<>xm*Mf&L,xi>£<. r 6 » R^tmmm-r^m.mm^-k 

~mKt£oXm%1&J&L>Xh&<. R 9 {-iR 16 k-m^oX^^mi^X-hX<. R 9 
«R 10 t-^{-^or^^LTt>J;<,R 9 «R 25 ^-^i^oT^^Jf^bTt> 
J:<.R 9 ^itm 10 ^R 15 t*^^«^*^^^-^^^oT^?f^b-Ct>J;< 

. R 10 ^R 15 i:-i[^iot^«L-ci)j:<, R 10 teR 15 bmmm-rz>$kmmir 

[ii] x 2 &m&&. -o-. -so- -so -^r v c{*-CR 26 =CR 27 -(r^-eR 26 *5j;tm 27 « 

2 

[12] X 2 ^-CR 15 R 16 - (r^^R 15 ^7K^^{*^S0T/^/vr^«9 , R 16 ttR 9 fc— #§f fclfco 
T^^J&LTV^ ^fc^R^^R^it^R 15 }^ 10 ^^^ -il^ot^^ 

[13] X 2 i§S-NR 14 - (^L-CR 14 te7Ri^ (Si&T/l^/K Tv'/V, {SjRT/^/WV-^/V* 
fcf*R 14 «R 6 t*^^-r^M^i:-^t^oT^^^U-CVN5) . -CR 15 R 16 -(r 
^T'R 15 ^ J:U^ 16 «R 6 ^#t-P^«^^^^--^^oTm^^b-CV ^ R 

9 ^iU^ 10 f*R 15 i*^^i-^^^^^-^t^oTS^?f^bTtJ:<,*fci}* 

,R 15 ^R 10 ^*^^«^^^^-^{^oT#^7T^^^oR 16 «R 9 ^-^^ 
J&oTJS^Sr^b-CV ifefcte-COCR 2 ^ 25 - (Z^R*Y£R 6 kmzffl&rzfc 
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mm^t-m^^xm^mm^R 25 nR 9 t-m^^x^^^x^ ^) x 

v^/mS—zk mMM^vx^^xhX^^mr/^/^^-. w&&&ffvx^xh 
^^or*^. m^^^x\^^xhx^^^/^^/^^y. g&ssr^u-c 

r 9 *5J;tj?r 10 ^^-^ a^b-CTK^-efc'P , 

X'tt-O-. -S- -(CR 1 V 3 )mO-^c{i-(CR 1 V 3 )mS-(^T-R 12 ^J:tm 13 

x 2 te-o--efc<^ 

[15] R 9 {iR 16 i-%(C^ot^^Mti:*3^ 

X^-O- -S- -(CR 12 R 13 )mO-^fc{*-(CR 12 R 13 )mS-(^^-eR 12 ^J;tm 13 

^^UTtK^^c t4ffiJ»T/^/W-e*>t) s mi* 1 — 3©I|[) -e&o , 
X 2 f*-CR 15 R 16 - (^XR 15 fe*mttte&mTsl'*;l<X&>i9, R 16 ltR 9 t-m^o 

X 3 ^COOR 17 (^^-CR 17 «7K^*fcf*ig;^T/^/W-r*^) "C*>5, S&3fc^lfB«<£> 
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[16] R^Nt*^ iSife^Sr^rLTV ^^T/l^/K g&SSr^LTV £V VT!J— 

R 9 £> £tm 10 J& s #* »&UT***fcf4fiJRT/l^p-/l'-C*)?) , 

X^S-O-, -S- -(CR 12 R 13 )mO-^c}*-(CR 12 R 13 )mS-(^T*R 12 *5J;tm 13 

en] R 9 ^j;tm 10 ^^^^3ibT7K^-efe«9. 

x'tt-o-, -S-t?*>9, 

^R^R^-CrrT-R'^^tm'^iR^^^^i-^^m^^-^l-^o-CSSr 
JI&fcbTV >5) , ^fc^-cocR^-Ci^-eR 24 ^ 6 ^*^^^^^^^^- 

^^^o-r#^^/5^oR 25 «R 9 t-^tvl^o-C^'a-^?f^bTV ^) 
X 3 J2COOR 17 (ir-eR 17 tt7K^*fc«»T/V=ar/VT-fc^)) T?*>5. g&3fc«l§B«tf> 

[18] R 9 {iR 16 t-^^^o-C^^^L-C*5«9, 

x'tt-o-, -s--e&9, 

x 2 ^^R 1 ^ 16 -(--r'R 1 ^iR 10 ^*^^i-§^^M^^-^t^oTm^^ 

^>oR 16 «R 9 t-^^^oT^^^LTVN^.^c^R 9 ^J:tm 10 «R 15 ^#^P 
X 3 iiCOOR 17 {^X^ 7 te*mitfMm®7;v*;vx*1bZ>) -e*>S. ft^lfESc^ 
[19] R 9 f*R 10 i:-^fC^o-cm^^bX*5«9, 

x 2 «^^*fcf*^R 1 ^ 16 -(^-r-R 15 ^J;tm 16 ^^^^37:b-C7K^^c«i£^ 
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R 2 ***^ /np^V, tKn^v', g^^LTV^ii^SfcT/i^/K g&S£r 



[20] 



MM 
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L-cwckJ^ry— B&S£^L-cv>-ob<j;v>Ty— a^-^>, b^s^wlt 

VMajRT/l^/K B&£&*UTV^TfcJ;lM&8rr^~/K B&S&WLTV vOfe 

W:v>T5A fi&m&^b-tiv-ob^vvry— /k ffi^^L-o^-ou^vry— a- 
e^ssr^ru-cv ^-et> £v ^ry — /v^ifcfcteB^^L-tv vct> £v ^ 

R 9 te£xm 10 u&*m.iLvx7km. m&M&^x^xhx^mk 

R 20 ^J;rj?R 21 ^^^A£bT7K*, fcKn^-X STA fi&g&^L-O^ 

L-CVN-Ofe»J;V^^T/V^^, BB^^UTV^J^Tvvk B^K^r*L 
-cvvtt>J:ivr5A Bma&WL-cv^J:W5:A BlfeSSr^ri/rivobJ^Ty 
— /K B^S^b-Cv>-cW;v>Ty— /v^-^ri/, B&XSrWL-CwcfcJ^Ty— /V 

x^-o- -s- -nr 11 -^^ 11 ^*^, m&m&ftL,x^xb£^&mTsu* 
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, -(CR 12 R 13 )mO-, -(CR 12 R 13 )mS-^«-0(CR 12 R 13 )m-(^T*R 12 *5j;tm 
13 te^*^:&bT7K^;£7Uiig^ 

[21] R 1 ^e^^s^bTv^1:t>J;v^Ty-/^-efc<9. 

R 2 ^g&S£^bTV ^xh >«T;^;i'-efe^ 

r 5 , R 7 *5j;u«R 8 ^#^a*br, m^^^x^xh^^mr/^/^ 

feR 20 &£Xm 21 tf&*l&3LVX7km. v-ta g&^MTbTVNT^v^igDvi--^ 
/i^fcteg&S^b-Cv ^Tk£v ^i&mT^^xhV, 
X^-O-ttte-S-X&Z. »^20fElBWb^. ^s^iifp^nsm* 

[22] 5£: 
Mb5] 




bTV^£Vv(&i&T/V^i>\ ^/Vtf^v', g&g^bTV^Tt>£lM»T/V=*3r 
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t^V-, g^S£WbTV^£V^Ty— /K*A*^A^V\ g^SSr^bTV^ 

j^Ty*-/K eaig&*bTv^J:i^7y— fiifeSSr^b-cvv-ofej^ 

7y — /i^^fcttgtk&SrWb-CV >Tt> £V ^foi^lt?fe!3 , 

R 2 te?Rit. fcKn^rv^ g&g£^bTV^£VMMTA3vK g^SS: 

g&SWbTV^^l^MT/V^A^, IHSIrfL 

-cv^t>J:v>T^/K g&«£^b-c^-obJ;v^7^\ g&S£r*fbrv>-ofcJ;v^ 
/w^^f/K g&S£WbTV^t>J;v^:^#/w^-iyK fitft^Sr^b-cwofeJ; 
v^/w^f/vc^S^ g&^^bTV^^£v^^#/w^-f/i^j-3->, g&^ 
£#bTV >-Ct>«tV >fcK7^V#A^~/K g&SSr^bTV ^Xh£\< ^®CT )V*c>V7. 
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